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Executive Summary

This report, summarizing data accumulated through August 31, 2001, presents the current status of
the three clinical trial (CT) components and the Observational Study (OS) of the Women’s Health
Initiative (WHI). The primary areas for this report are adherence to the interventions, completeness
of follow-up, safety, and event rates by age and ethnicity for each component:

Final recruitment numbers for the CT and OS have been updated since the previous report. A more
thorough search of the database revealed several duplicate enrollments. In the CT, two women were
randomized at two different clinjcal centers. Removing these duplicate enrollments resulted in a
reduction by one in the final enroliment for each CT component. Several OS women were enrolled
in multiple sites and a limited number of other participants have such limited baseline data that they
cannot be effectively included in subsequent analyses. These are now excluded from our OS
analysis cohort. All numbers reported reflect these changes.

The Hormone Replacement Therapy (HRT) component completed accrual with 27,347 women
randomized, including nearly 40% who had previously experienced a hysterectomy. The average
follow-up on these women is just about 4.6 years. Overall drop-out rates, now with estimates
available through the seventh year, continue to be somewhat higher than design assumptions as are
“drop-in” rates. Analyses of intermediate effects, including blood biomarker analyses and bone
density are provided by hysterectomy status and race/ethnicity. Vital status is known within the last
18 months for all but 944 women (3.5%). We lack recent follow-up on another 29 (0.1%) and 2.3%
are known to be deceased. The current event rates for CHD, breast cancer, colorectal cancer, and
hip fractures are approximately 65%, 75%, 80%, and 35%, respectively, of projected rates. Power
calculations using updated parameter estimates for all key design elements other than treatment
effect are provided.

The Dietary Modification (DM) component randomized 48,836 women. Intervention adherence is
monitored by the difference between the Intervention and Control arms in Food Frequency
Questionnaire (FFQ) percent energy from fat (C-I). Studywide, the FFQ mean difference between
Intervention and Control women is 10.9% energy from fat at AV-1 decreasing to 8.1% at AV-7.
The corresponding design assumptions for the C-1 comparisons were 13% at year 1, diminishing to
0.25% per year though adequate power can be maintained as long as this difference remains at or
above 10%. For fruit and vegetable intake, the mean difference between the arms of the trial
remains consistently in excess of 1 more serving per day for Intervention vs. Control women.
Compared to Control women, Intervention women consumed almost 1 more serving per day of
grains at AV-1, decreasing to one-half serving at AV-7. Currently 3.3% of the DM participants are
lost-to-follow-up or have stopped follow-up, 0.1% lack recent follow-up, and 2.0% of the
participants are known to be deceased. The average follow-up time for DM women is
approximately 4.7 years. The current incidence rates of breast cancer, colorectal cancer, and CHD
are approximately 105%, 70%, and 60%, respectively, of what was assumed in the study design.
Event rates by age and race/ethnicity are presented for all monitored outcomes. Updated power
calculations are included.

The Calcium and Vitamin D (CaD) component randomized 36,282 women previously recruited to
the trial. Adherence to CaD supplements, defined as known consumption of 80% or more of the
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prescribed study pills, has remained steady since the last report and is now 57%-63%, though still
lower than desirable. Follow-up rates for CaD participants are better than for the other CT
components; as only 1.7% of participants are lost-to-follow-up or have stopped follow-up, and 1.5%
of the participants are known to be deceased. Virtually all of the remaining participants have '
completed a Form 33 — Medical History Update in the last 18 months. Descriptive statistics for the
intermediate outcomes of blood analyses and bone mineral density measures are presented overall
and by race/ethnicity. With an average follow-up time of 43 months, the current rates of hip
fractures, invasive breast cancer, and colorectal cancer are approximately 40%, 105%, and 75%,
respectively, of what was assumed in the study design. Event rates by age and race/ethnicity are
presented for all monitored outcomes. Power calculations for this component have been updated
with current estimates of design parameters other than treatment effect.

The Observational Study analytic cohort is comprised of 93,676 women. Follow-up rates suggest
strong retention overall as only 3.0% are considered lost-to-follow-up or have stopped follow-up,
and <5% have not provided outcomes data within the last year. Responses to mailings are generally
high (>93%). Approximately 82% of the 3-year clinic visits due have been conducted, as judged by
task completeness. Event rates by age and racial/ethnic categories are presented for all adjudicated
outcomes.

Additional information on the timeliness and quality of outcomes ascertainment is provided. Some
corrections of outcomes reporting are included in this report. The definition of CHD deaths,
previously discussed for HRT, was corrected for all trial components and all related summary
measures (e.g. CHD, coronary disease, cardiovascular disease). A small number of stroke deaths
which had previously been reported only as deaths and not incident events, are now included in the
specific incident event categories as well as their related summary events. We note that the first
search of the National Death Index (NDI) was conducted and the results included in these tables.
From this, 53 participant deaths were ascertained, of which 26 have not yet been reported by
traditional means.

Finally, a summary of clinical center performance and listings of publications and ancillary study
activities is provided.
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1. Preliminary Remarks

This report documents study activities of the Women’s Health Initiative (WHI) Clinical Trial (CT)
and Observational Study (OS) through August 31, 2001. Topics include intervention adherence,
follow-up, safety, outcomes, study power, and specialized scientific efforts. Updates are provided
for each study component separately with a separate section on outcomes devoted to data quality,
processing and timeliness issues.

During the past 6 months, major milestones, emphases, and efforts have included:

¢ Finalizing the membership in each of the study cohorts after central review of the data and
removal of duplicate enrollments and a few individuals with extremely sparse baseline data.

* Provision of updated information to HRT trial participants of a continuing elevation in the risk
of cardiovascular disease.

¢ Significant progress on the WHI substudy to examine CVD biomarkers in the HRT trial.

* Continuing efforts of the "Targeted Message Campaign," an initiative to support the DM
Intervention.

» Development of the next DM intervention initiative referred to as the Personalized Evaluation of
Fat Intake (PEFI) for implementation in mid 2002.

¢ Implementation of central adjudication for strokes in HRT women and modification of central
adjudication of cardiovascular disease, focussing on HRT women and streamlining the effort for
other study components.

e Completion of our first search of the National Death Index.

e Initiation of working groups to plan for close-out activities and options for extended follow-up.

All reports summarize Clinical Center (CC) data provided to the CCC by August 31, 2001. All data
presented are derived from WHILMA, the study database. Data managed in WHILMA are those
defined by standardized data collection procedures and instruments (see WHI Manuals, Vol. 2 -
Procedures and Vol. 3 - Forms).

Clinical Center locations and Principal Investigators (PI) are listed in Table 1.1. We wish to
acknowledge some changes in the leadership of these centers. Larry Phillips has assumed the role
of PI at the Atlanta CC, replacing Nelson Watts, who has left Emory for a position at the University
of Cincinnati. Marjorie Gass is replacing James Liu as PI of the Cincinnati CC. Dr. Liu will
become a consultant at that site. Karen Margolis is the new PI for Minnesota, taking over for
Richard Grimm, who continues as an investigator. Electra Paskett is leaving Wake Forest (Bowman
Gray) for a position in Ohio and will become an investigator at the Columbus clinic. A new PI for
the Bowman-Gray CC has not yet been named.
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We wish to remember Dr. Carolyn Clifford, a Project Officer from NCI who passed away on May
31,2001. Dr. Clifford was an active contributor in the ptanning phase of WHI and served as a
valuable resource for cancer and dietary issues.

Finally, we wish to acknowledge the contributions of Dr. Richard Carleton, Co-PI of the Pawtucket,
Rhode Island who died on September 12, 2001. Dr. Carleton played an active role in the local clinic
and in the study nationwide as a physician adjudicator, M&M committee member and general
supporter for the study. His voice and his efforts will be deeply missed.
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Table 1.1
Database Abbreviations for WHI CCs

Abbreviation CC Institution and Location Principal Investigator

ATLANTA Emory University Larry Phillips, MD
Atlanta (Decatur), Georgia

BIRMING University of Alabama at Birmingham Cora Lewis, MD MSPH
Birmingham, Alabama

BOWMAN Bowman Gray School of Medicine Electra Paskett, PhD

' Winston-Salem (Greensboro), North Carolina

BRIGHAM Brigham and Women’s Hospital Joann Manson, MD DiPH
Boston (Chestnut Hill), Massachusetts

BUFFALO State University of New York, Buffalo Maurizio Trevisan, MD MS
Buffalo, New York

CHAPHILL University of North Carolina at Chapel Hill - Gerardo Heiss, MD MPH
Chapel Hill, North Carolina

CHICAGO Northwestern University Linda Van Horn, PhD RD
Chicago and Evanston, Illinois

CHI-RUSH Rush Presbyterian- St. Luke’s Medical Center Henry Black, MD
Chicago, Illinois

CINCINNA University of Cincinnati Marjorie Gass, MD
Cincinnati, Ohio

COLUMBUS Ohio State University Rebecca Jackson, MD
Columbus, Ohio

DETROIT Wayne State University Susan Hendrix, DO
Detroit, Michigan

GAINESVI] University of Florida Marian Limacher, MD
Gainesville and Jacksonville, Florida :

GWU-DC George Washington University Judith Hsia, MD
Washington, DC

HONOLULU University of Hawaii David Curb, MD
Honolilu, Hawaii

HOUSTON Baylor College of Medicine Jennifer Hays, PhD
Houston, Texas

IOWACITY University of lowa Robert Wallace, MD

Iowa City and Bettendbrf, fowa
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Table 1.1 (continued)
Database Abbreviations for WHI CCs

Abbreviation CC Institution and Location Principal Investigator

IRVINE University of California, Irvine Allan Hubbell, MD
Irvine, California

LA University of California, Los Angeles Howard Judd, MD
Los Angeles, California

LAJOLLA University of California, San Diego Robert Langer, MD MPH
La Jolla and Chula Vista, California

MADISON University of Wisconsin Catherine Allen, PhD
Madison, Wisconsin

MEDLAN Medlantic Research Institute Barbara Howard, PhD
Washington, D.C.

MEMPHIS University of Tennessee Karen Johnson, MD
Memphis, Tennessee

MIAMI University of Miami ~ Mary-Jo O’Sullivan, MD
Miami, Florida

MILWAUKE Medical College of Wisconsin Jane Morley Kotchen MD MPH
Milwaukee, Wisconsin

MINNEAPO University of Minnesota Karen Margolis, MD
Minneapolis, Minnesota

NEVADA University of Nevada Robert Brunner, PhD
Reno, Nevada

NEWARK University of Medicine and Dentistry Norman Lasser, MD PhD
Newark, New Jersey

NY-CITY Albert Einstein College of Medicine Sylvia Wassertheil-Smoller, PhD
Bronx, New York

OCAKLAND Kaiser Foundation Research Institute Bette Caan, PhD
Oakland, California

PAWTUCK Memorial Hospital of Rhode Island Annlouise Assaf, PhD
Pawtucket, Rhode Island

PITTSBUR University of Pittsburgh Lewis Kuller, MD DrPH
Pitisburgh, Pennsylvania

PORTLAND Kaiser Foundation Research Institute Cheryl Ritenbaugh, PhD

Portland, Oregon
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Table 1.1 (continued)
Database Abbreviations for WHI CCs

Abbreviation CC Institution and Location Principal Investigator

SANANTON University of Texas Robert Schenken, MD
San Antonio, Texas

SEATTLE Fred Hutchinson Cancer Research Center Shirley Beresford, PhD
Seattle, Washington

STANFORD Stanford University Marcia Stefanick, PhD
San Jose, California '

STONYBRK Research Foundation of SUNY, Stony Brook  Dorothy Lane, MD MPH
Stony Brook, NY

TORRANCE University of California, Los Angeles Rowan Chlebowski, MD PhD
Torrance, California

TUCSON University of Arizona Tamsen Bassford, MD
Tucson and Phoenix, Arizona

UCDAVIS University of California, Davis John Robbins, MD
Sacramento, California

WORCESTR University of Massachusetts

Worcester, Massachusetts

Judith Ockene, PhD
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2.1

2.2

HRT Component

Recruitment

27,347 women were randomized into the HRT component (99.4% of goal). Of these, 10,739
women had a prior hysterectomy (39%) and were randomized to either unopposed estrogen (ERT)
or placebo in equal proportions. The remaining 16,608 women with an intact uterus were
randomized to combined estrogen/progestin (PERT) or its placebo, again in equal proportions for
most of the recruitment period. Table 2.1 documents the age and racial/ethnic distribution of this
population.

Adherence

Adherence to medications is determined at clinic visits by weighing returned bottles, if available, or
by self-report in the small proportion of women with missed pill collection. Table 2.2 — HRT
Adherence Summary gives descriptive data on all women who are considered due for each contact
by treatment arm. For visits that were complete in the last report, only summaries across arms are
provided. For stopping intervention and medication rates, the 331 who were moved from ERT to
PERT in 1995 were excluded. The adherence summary in the final column is defined as the
number of women known to have consumed more than 80% of their assigned HRT pills during that
interval as a proportion of the number randomized and eligible for this visit; women not providing
adherence data are considered non-adherent. The adherence summaries for the last six annual visits
(AV-2to AV-7) are 69%, 63%, 59%, 55%, 53%, and 49% respectively, essentially unchanged in
the last 6 months. In comparing hysterectomy strata, there is continuing evidence of somewhat
better adherence in women with a uterus through AV-6.

Figure 2.1 presents the secular trends in adherence rates for each visit type for the entire HRT
cohort and by hysterectomy status. These graphs suggest no sharp changes in adherence with time
and, in particular, no sense of a strong negative response to our most recent update on
cardiovascular effects. We note, however that the earliest data presented for each visit type is often
significantly lower than subsequent observations, suggesting that the cohort of early enrollees
maybe somewhat different in their adherence, particularly in participants with a uterus.

Table 2.3 presents drop-in and drop-out rates and associated design assumptions for drop-outs and
death/lost to follow-up combined. The results for AV-1 through AV-4 (7%-11%) were higher than -
anticipated (6-9%) but there is a trend toward decreasing drop-outs, with results for AV-5 and later
being in the range of the projected rate. 39.9% of HRT women have stopped their study pills at
some point but 64% were active at their last contact.

A small proportion (1.5% per year) of the HRT participants were expected to stop study hormone
pills and begin taking hormones outside of the trial. Among hysterectomized women, the observed
(design) cumulative rates are 2.9% (1.5%) at AV-1, 7.0% (4.4%) at AV-3, and 11.9% (8.7%) at
AV-6, notably larger than expected. In women with a uterus, the corresponding “drop-in” rates
were 2.1%, 5.6%, and 8.2%, also somewhat greater than planned.

Reasons for stopping study hormones are presented in Table 2.4. In these data, women may report
multiple reasons. Most of the specific reasons are cited infrequently, with the exception of two
health issues: Advised not to participate by health care provider (>14%) and study conflicts with
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23

24

2.5

2.6

2.7

other health issues (12%-14%). We note that 8.3% of women with a uterus listed vaginal bleeding
as a reason for stopping. In women with a hysterectomy, 3.9% stopped to take active HRT and

_4.9% indicated that they would not be taking any HRT. Among women with a uterus, 2.7% stopped

to take active HRT and 5.2% will not take any HRT. Only 0.8% of women in either stratum
stopped to take SERMS or other hormone medications. Table 2.5 displays reasons for stopping by

age in women without and with a uterus. A similar breakdown by race/ethnicity is provided in
Table 2.6.

Symptoms

Women may report symptoms potentially related to HRT at routine follow-up contacts or through
non-routine contacts with the CC. The primary symptoms being monitored are bleeding and breast
changes. Reports of bleeding and breast changes by contact type and treatment arms are shown in
Tables 2.7 and 2.8, respectively. Reports of bleeding in women with a uterus reached a high of
nearly 30% at 6 months (SAV-1), declining to approximately 5% after AV-5. Reports of breast
changes peaked at 6 weeks after randomization and have declined to less than 2% in both strata.

Safety Monitoring

Table 2.9 presents results of endometrial aspirations by time since randomization. As routine post-
randomization biopsies are required of only a small sample (6%) of women at AV-3, AV-6, and
AV-9, the vast majority of these tests represent non-routine aspirations performed in response to
bleeding problems. Among 4,820 total biopsies, 111 (2.3%) yielded an abnormal result: 65 cystic,
13 adenomatous, 24 atypia, and 9 cancer.

Laboratory Studies

Tables 2.10 and 2.11 present the results of blood specimen analyses from a small (8.6%) cohort of
HRT women selected randomly at baseline for these prospective analyses. These results are
essentially the same as our last report as only a few specimens remained to be analyzed. The
subsample analyzed incorporated over-sampling of minorities. The results in Table 2.10 are
weighted to reflect the overall WHI-CT distribution of race/ethnicity. In Table 2.1], similar results
are provided for each racial/ethnic group, though some groups have rather small sample sizes.

Intermediate Qutcomes

Bone mineral density (BMD) measures are collected in three clinical centers (Pittsburgh,
Birmingham, and Tucson) at baseline and at follow-up years 1, 3, 6, and 9. These data, shown in
Table 2.12 suggest small but significant increases in BMD between baseline and AV-1, with larger
differences observed over greater follow-up time (AV-3 and AV-6) for whole body and spine. For
hip, the largest increase occurs at AV-3. The pattern of treatment effects is similar in both
hysterectomy strata. Table 2.13 presents BMD data for Black/African American, Hispanic/Latino,
and White women participating in the HRT component at these three centers.

Vital Status

Table 2.14 presents data on the vital status and the participation status of participants in the HRT
trial. A detailed description of CCC and clinic activities to actively locate participants who do not
complete their periodic visits is given in Section 5 — Outcomes. For operational purposes, we define
CT participants to have an “unknown” participation status if there is no outcomes information from
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2.8

the participant for 18 months and no other contacts for 6 months. Currently, 3.9% of the HRT
participants are lost-to-follow-up or have stopped follow-up (an increase of 0.6% compared to six
months ago), and 2.3% of the participants are known to be deceased. Virtually all of the remaining
participants have completed a Form 33 — Medical History Update in the last 18 months. The design
assumed that 3% per year would be lost-to-follow-up or dead. Currently, the average follow-up for
HRT participants is about 4.6 years, suggesting that approximately 13.1% could be expected to be
dead or lost-to-follow-up. Our overall rates compare favorably to design assumptions. Follow-up
in women with a uterus is slightly better than in women who have had a hysterectomy.

Qutcomes

Table 2.15 contains counts of the number of locally verified major WHI outcomes for HRT
participants by age and race/ethnicity. The estimates of annualized incidence rates for many event
types in several racial/ethnic subgroups should be viewed with caution as the small number of
events observed to-date results in unstable estimates. Approximately 5% of the self-reported
outcomes have not yet been verified, so the numbers in this table can be seen as a lower bound of
the actual number of outcomes that have occurred.

Compared to the design assumptions, we have observed about 65% of the expected number of CHD
events, 75% of the expected number of breast cancers, 80% of the expected number of colorectal
cancers, and about 35% of the expected number of hip fractures.

We have classified the strokes among HRT participants in one of six classes of the Glasgow scale,
based on the condition of the participant at discharge:

1. Good recovery — participant can lead a full and independent life with or without minimal
neurological deficit.

2. Moderately disabled — participant has neurological or intellectual impairment but is
independent.

3. Severely disabled — participant conscious but totally dependent on others to get through daily
activities.

4. Vegetative survival — participant has no obvious cortical functioning.

5. Dead. (All participants who died within one month of their stroke were classified in this
category, irrespective of their actual cause of death.)

6. Unable to categorize based on available documentation.

The subclass Non-disabling stroke contains strokes with Glasgow scale class 1 and.2; Fatal/
disabling stroke contains strokes with Glasgow scale class 3 through 5; Unknown status from stroke

contains strokes with Glasgow scale 6 and strokes for which the Glasgow classification was not yet
complete. '

Table 2.16 compares the rates of the same Jocally verified outcomes according to baseline
hysterectomy strata. For most cardiovascular outcomes the event rates are slightly larger for the
women without a uterus, while for most cancers the rates are slightly larger for women with a
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uterus. The differences in cardiovascular disease rates are consistent with the risk profile
differences we have previously observed.

Table 2.17 compares the stroke diagnosis for HRT participants with and without a uterus. The
distribution of the subtype of stroke appears to be similar for the women with and without a uterus.
Table 2.18 compares the Glasgow scale for strokes among HRT participants. From this table it
appears that the largest number of strokes fall in Glasgow classes 1 and 2, the less disabling strokes,
but a substantial number of participants die within one month of a stroke.

Table 2.19 contains counts of the number of self-reports for some outcomes that are not locally
verified in WHI. As most of the self-reported outcomes are somewhat over-reported (see Section
6.3 — Outcomes Data Quality), the numbers in this table should be taken as an upper bound on the
number of events that have occurred in HRT participants.

Power Considerations

The power under the design assumptions for adherence and overall incidence rates and values
derived from the observed data through February 29, 2000 are shown in Table 2.20. Because no
significant changes have been observed in the key design parameters since that time, these
calculations have not been further updated. These calculations use a drop-out rate of 7% in years 1
and 2, and 4% per year through the remaining follow-up (independent of the 3% lost-to-follow-up
rates). The drop-in rates are 2.5% per year throughout follow-up. CHD incidence rates were
adjusted to reflect the lower rates observed in the early follow-up period. In addition to the 33%
reduction for healthy volunteer effect that the design assumed throughout follow-up, incidence rates
in years 1, 2, and 3 were further reduced by 67%, 50%, and 37%, respectively. These changes
produced a power for the ERT vs. Placebo comparison on CHD rates of 63% compared to the
design value of 81%. For the PERT comparison the power drops from 88% to 76%.

WHI Memory Study - WHIMS

The WHI Memory Study is an ancillary study in the HRT component, funded by Wyeth Ayerst
through a grant to Dr. Sally Shumaker, Wake Forest University. The aim of this study is to
determine whether hormone replacement therapy reduces the incidence of dementia in women over
65 years of age. 7,526 women were enrolled in the 39 participating centers, representing
approximately 61% of the age eligible cohort and 28% of the entire HRT study cohort. Baseline
characteristics of WHIMS participants are shown in Table 2.21 by hysterectomy strata.

HRT women over 65 years of age are to be administered the Modified Mini-Mental Status
instrament (Form 39— Cognitive Function) at baseline and years 1, 3, 6, and 9 of follow-up as part
of WHI. The WHIMS protocol asks that the same instrument be administered to WHIMS
participants in the intervening years. Table 2.22 presents the 25th and 50th percentile of the
distribution of F39 scores in the entire HRT cohort and the subset participating in WHIMS by
treatment arm and visit type. Percentile scores are reported as the scores for this population are
highly skewed. These data suggest that participants who enrolled in WHIMS have slightly better
F39 cognitive function scores than those who declined to participate.

Women who score below an education-adjusted threshold are referred for an intensive cognitive and
neurological evaluation (Phase IF/IIT). The results of these tests are used to classify participants into
four categories: probable dementia (PD); minor cognitive impairment (MCI); no dementia (ND); or
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refused the Phase II/ITI exam (REF). Table 2.23 describes this cascade of events by hysterectomy
strata.

Issues

The primary issues of concern in the HRT trial have been around adherence and the notification to
participants of the early adverse effects. The notification has taken place to all HRT participants in
the form of a letter and brochure (“HRT Update™). For the most part, the participants have accepted
the information without alarm. There have been anecdotal reports of women dropping out after
receiving this information, the data available to us at this point provide no evidence of important
changes to participation or adherence to medications.

Methods to maintain and improve adherence continue to be discussed by study investigators. The
current adherence rates are well above that expected from comrmunity-based estimates of hormone
use but the study design projected even better rates. Continued efforts are needed to monitor and
understand women’s acceptance or refusal of long-term hormones. Creative approaches to motivate
study participants with low impact to the clinical centers would be most welcome.
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Table 2.1
Hormone Replacement Therapy Component Age — and Race/Ethnicity — Specific Recruitment

Data as of: August 31, 2001

“Total % of Overall Design
HRT Participants Randomized Goal Distribution | Assumption
Age
Overall 27,347
50-54 3425 125% ‘13% 10
55-59 5407 99% - 20% 20
60-69 12365 100% 45% 45 .
70-79 6150 Y% 22% 25
Without Uterus 10,739
50-54 1396 113% 13% 10
" 55-59 1916 78% 18% 20
60-69 4852 88% 45% 45
70-79 2575 84% 24% 25
With uterus 16,608
50-54 2029 12%
55-59 3491 21%
60-69 7513 45%
70-79 . 3575 22%
Race/Ethnicity
Overall 27,347
American Indian 130 <1%
Asian 527 2%
Black 2738 10%
Hispanic 1537 . 6%
White 22030 81%
Other/unspecified 385 ' 1%
Without Uterus 10,739
American Indian 75 1%
Asian 164 2%
Black 1616 15%
Hispanic 651 6%
White RO84 75%
Other/unspecified 149 1%
With uterus 16,608
American Indian 35 <1%
Asian 363 2%
Black 1122 1%
Hispanic 886 5%
White 13946 84%
Other/unspecified 236 1%
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Figure 2.1
HRT Adherence Summary
%0 Participants Due for a Visit Who Took at Least 80% of Study Pills

Data as of August 31, 2001
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Figure 2.1 (continued)
HRT Adherence Summary
% Participants Due for a Visit Who Took at Least 80% of Study Pills

Data as of Aungust 31, 2001
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Table 2.4
Reasons for Stopping HRT'

Data as of August 31, 2001

Without Uterus With Uterus

Reasons (N =4102) (N = 5776)
Personal/family

Demands of work 77 1.9% 106 1.8%
Family illness, emergency or other family demands® 173 4.2% 210 3.6%
Financial problems 9 02% 7 0.1%
Lack of cooperation/support from family/friends® 38 0.9% 57 1.0%
Living in nursing home 7 0.2% 15 0.3%
Issues of interest in study’ 82 2.0% 108 1.9%
Travel

Too far to CC 147 3.6% 154 2.7%
Moved out of area or refuses to be followed to another CC 28 0.7% 30 0.5%
Other travel issues® 88 2.1% 62 1.1%

Visits & Procedures

Doesnt like visits, calls 50 1.2% 37 0.6%
Mammogram Issues’ 15 0.4% 18 0.3%
Doesnt like gynecologic procedures 10 0.2% 42 0.7%
Doesnt like required forms or safety procedures® 69 1.7% 28 1.5%
Problems with other procedurcs’ 9 0.2% 20 0.3%
Worried about health effects of medical tests/procedures 18 0.4% 22 0.4%
Wants test results'® 1 <0.1% 2 <0.1%
Problems with CC"’ 25 0.6% 47 0.8%
(continues)

! Does not include reasons reported by women who stopped and later rstarted HRT.

2 Multiple reasons may be reported for a woman.

* Combines “Family illness, emergency or other family demands”, “Death in the family or of a close friend”, and “Caregiver responsibilities demanding time,
effort, lifestyle changes”.

* Combines “Lack of cooperation/support from family and/or friends” and *“Family/friends request that she withdraw”.

3 Combines “Conflicting priorities other than work or family”, “Feels discouraged regarding participation overall”, “Loss of interest, boredom”, “Feels it is not an
important study”, and “In another study in conflict with WHI intervention™,

® Combines “Transportation problems (other than distance)”, “Traffic”, “Parking at CC", and “CC nei ghborhood/safety”.

" Combines “Doesn't like mammograms (DM, HRT)” and “Cost of mammograms (DM, HRT)”,

¥ Combines “Doesn’t like filling out forms (other than those required for safety)”, and “Doesn’t like required safety forms and/or procedures (HRT, CaD)".

? Combines “Doesn’t like having blood drawn”, “Doesn’t like ECG (DM, HRT)", and “Doesn’t like other procedures {other than those required for safety)”.

1 Combines “Wants results of blood analyses”, and “Wants results of bone minera) density measurement (BD sites anly)”,

" Combines “Problem with the CC”, “Problem with CC staff person (other than DM Group Nutritionist)”, and “Staff change/turnover”,

SADSMB\!I4_aug2001\Reporis\Annuval2_ang01 doc
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Table 2.4 (Continued)
Reasons for Stopping HRT'

Data as of August 31, 2001

Without Uterus With Uterus
Reasons’ (N = 4102) (N =5776)
Symptoms .
Vaginal Bleeding 4 0.1% 481 8.3%
Breast Symptoms’ 166 4.0% 259 4.5%
Vaginal Changes 14 0.3% 12 0.2%
Hot flashes/night sweats 25 0.6% 7 0.1%
Other 1019 248% 1465 25.4%
Health Conditiens
Breast Cancer 51 1.2% 109 1.9%
Complex or atypical hyperplasia 0 0.0% 5 0.1%
Endometrial cancer 2 <0.1% 15 0.3%
Venous thromboembolism® 28 0.7% 63 1.1%
High triglycerides (> 1000 mg/dL) 1 <0.1% 5 0.1%
Malignant melanoma 5 0.1% 17 0.3%
Gallbladder disease 3 0.1% 3 0.1%
Heart Attack 35 0.9% 25 0.4%
Stroke 48 1.2% 70 1.2%
Meningioma 3 0.1% 1 <0.1%
Depression 9 0.2% 9 0.2%
Cholesterol (high or concern about levels) 8 0.2% 1 <0.1%
Osteoporosis 29 0.7% 35 0.6%
Cognitive/memory changes 9 02% 24 0.4%
Other® 374 9.1% 568 9.8%

{continues)

! Does not include reasons reported by women who stopped and later restarted HRT.,

* Multiple reasons may be reported for o woman,

* Combines "Breasl tenderness {HRT)"” and “Other breast changes (HRT)”.

* Combines “Experiencing health problems or symptoms not due to intervention”, “Reports other health problems or symptoms from the WHI intervention”,

“Reports health problems or symptoms from the WHI intervention”, “Hair/skin changes”, “Bloating/Gas”, “Constipation”, “Other gastrointestinal problems”,
“Headaches™, “Weight loss/gain”, “Low energy/too tired”, “Possible allergic reaction”, and “Qther symptoms not listed above™.

* Combines "Deep vein thrombosis™, and “Pulmonary embolism’™.

# Combines “Removed from intervention due to WHI symptom management”, "Removed from intervention due to adverse health event”, "Communication
problem”, “Hypercalcemia™, “Kidney failure/dialysis”, “Renal calculi”, “Arthritis”, “Diabetes™, “Loss of vision and/or hearing”, and “Other health conditions
not listed above”.
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Table 2.4 (Continued) .
Reasons for Stopping HRT"
Data as of August 31, 2001
Without Uterus With Uterus
Reasons’ sN = 4102} &5’776)
Intervention
Doesn't like randomized nature of intervention 80 2.0% 123 2.1%
Expected some benefit from intervention 38 0.9% 39 0.7%
Feels guilty, unhappy, or like a failure for not meeting
study goals of intervention 3 0.1% 6 0.1%
Takes too many pills 22 0.5% 23 04%
Other pill issues’ 118 2.9% 135 2.3%
CaD Issues* 21 0.5% 20 0.3%
DM Issues® 4 0.1% 10 0.2%
Taking active HRT® 161 39% 157 27%
Will not be on any HRT’ 201 4.9% 300 52%
Taking SERMs or other hormone medications® 32 0.8% 47 0.8%
Other Health Issues
Worried about cost if adverse effects occur 11 0.3% 6 0.1%
Expected more health care 12 0.3% 15 0.3%
Advised not to participate by health care provider’ 613 14.9% 825 14.3%
Study conflicts with other health issues’® 580 141% 705 12.2%
Other
Other reasons not listed above 895 21.8% 1181 20.4%
Refuses to give a reason 68 1.7% 82 1.4%

! Does not include reasons reported by women whao stopped and later restarted HRT.

* Multiple reasons may be reported for 3 woman

? Combines “Doesn't like taking pills (HRT, CaD)”, “Doesn’t like taste of pills (HRT, CaD)”, and “Unable to swallow pills (HRT, CaD)".

* Combines “Wants to take her own calcium (CaD)", “Feels diet is already sufficient in calcium/Vitamin D (CaD)”, “Taking more than the maximum allowable
IU of Vit I {CaDy", and "Taking Calcitriol (CaD}y".

* Combines “Doesn't like DM requirements”, “Problem with DM Group Nutritionist or group members (DM)”, *Doesn't like DM eating pattern”, “Doesn’t like
attending DM intervention classes (DM)”, “Doesn’t like self-monitoring (DM)”, *Doesn’t like budgeting fat grams (DM)”, “Has concems regarding long-term
risks/benefits of low fat diet (DM)”, “Unhappy that not losing weight (DM)", “Not in control of meal preparation (DM)”, “Too difficult 1o meet or maintain
dietary goals (DM)", “Doesn’t like eating low fat diet (DM)", “Doesn’t like eating 5 vegetables/fruits per day (DM)”, “Doesn’t like eating 6 grains per day
(DM)”, “Feels fat gram goal is unrealistic (DM)”, and “Eating pattem conflicts with personal health beliefs (DM)™.

¢ Combines “Has made a persenal decision to go on active HRT (HRT)" and “Advised to go on active HRT by health care provider (HRT)™.

" Combines “Has made a personal decision that she does not want to be on HRT (HRT)” and “Advised to not be'on active HRT by health care provider (HRTY".

¥ Combines “Has made a personal decision to go on SERM (e.g., Evistafraloxifene, tamoxifen) (HRT)", “Advised to go on SERM (e.g., Evista/raloxifenc,
tamoxifen) by health care provider (HRT)”, and “Taking testosterone medications (HRT)".

® Combines “Advised not 1o participate by health care provider” and “Advised not to participate by health care provider for other reason”.

1 Combines “Study conflicts with health care needs” and “Study conflicts with other health issues™.
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Table 2.7
Reports of Bleeding

Data as of: August 31, 2001

/

T T T T T T T

T

6 Week SAV-1  AV-1 SAV-2 AV-2 SAV-3 AV-3 SAV-4 AV SAV-S AV.S SBAV-E AV-6 SAV-T  AV-Y

Visit

Contact

Semi-Annual Visit 3 - Number with Bleeding

Annual Visit 3 — Number with Bleeding

Semi-Annpual Visit 4 - Number with Bleeding

Annual Visit 4 — Number with Blecding

Semi-Annual Visit 5 — Number with Bleeding

Annual Visit 5§ - Number with Bleeding

Semi-Annual Yisit 6 ~ Number with Blecding

Annual Visit 6 — Number with Bleeding

Semi-Annual Visit 7 — Number with Bleeding

Annual Visit 7 — Number with Bleeding

With Uterus
1194 (7.7%)
1185 (7.6%)

871 (6.2%)

751 (6.4%)

471 (5.3%)

383 (6.1%)

198 (4.7%)

130 (5.0%)

72 (4.7%)
33 (4.9%)
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Table 2.8
Reports of Breast Changes

Data as of: August 31, 2001

80
' +WIOUE'LIS‘
70 — W/ Uterus
6.0 +
E«n 50
2
:
E R
2 40
=
E
g
230
-
20 N
- \-./
10 \//'
00
6Week SAVI AVI1 SAV2 AV2 SAV3 AV3 SAV4 AV4 SAVS AVS5 5AVE AV6 SAV-T AVY-7
' Visit
Contact Without Uterus With Uterus
Semi-Annual Visit 3 — Number with Breast Changes 220 (2.6%) 2714 (2.1%)
Annual Visit 3 - Number with Breast Changes 229 (2.8%) 353 (27%)
Semi-Annual Visit 4 - Number with Breast Changes 172 (2.4%) 210 (1.8%)
Annual Visit 4 — Number with Breast Changes 143 (2.4%) 199 (2.1%)
Semi-Annual Visit 5§ - Number with Breast Changes 92 (2.1%) 126 (1.8%)
Annual Visit 5 - Number with Breast Changes 76 (2.5%) 110 (2.3%)
Semi-Annual Visit 6 — Number with Breast Changes 26 (1.3%) 52 (1.6%)
Annual Visit 6 - Number with Breast Changes 22 (1.7%) 31 (1.6%)
Semi-Annual Visit 7 - Number with Breast Changes 4  (0.5%) 20 (1.3%)
Annual Visit 7 - Number with Breast Changes 4 (1.2%) 7 (1.4%)

SADSMBA14_aug?001\Reports\Annual?_aug01.doc
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Table 2.9
Endometrial Aspiration Results
Data as of: August 31, 2001
Number with Abnormal Results'

Months since Nof Cystic Adenomatous Atypia Cancer Total’
randomized aspirationsz’:’

0-6 104 5 1 1 - 2
6-12 723 11 2 4 - 6
12-18 708 13 3 3 3 9
18-24 531 15 4 3 - 7
24-36 404 3 - 1 - 1
36-42 702 2 i 4 3 7
42-48 647 3 2 3 1 6
48-54 290 4 - I - 1
54-60 241 2 - 1 - i
60-66 165 3 - . - -
66-72 108 1 - - 1 1
72-78 89 - - - 1 1
78-84 89 1 2 - 3
84-90 10 - - 1 - 1
90-96 9 - - - - -
Total 4820 65 13 24 9 46

! Abnormal results are based on local readings with
Cystic is cystic hyperplasia without atypia

he following groupings defined as follows:

Adenomatous is adenomatous hyperplasia withoul atypia

Atypia is atypia or cystic or adenomatous hypcrpiasia with atypia

* All endometrial aspirations after first adenomatous or worsc result removed. If participants had more than one endometrial aspiration within a 30-day period,
the latest was used. Please note that routine aspitations for the Endometriai Aspiration subsample are included in this table.

* ERT-TG-PERT removed.

4 Row totals combine adenomatous, atypias and c:m[cer calegories

SADSMB\14_ang2001\Reporis\Annual2_aug01 .do(L



WHI, Semi-Annual Progress Report

Table 2.10
Blood Specimen Analysis: HRT Participants

Data as of: August 31, 2001

Without Uterus With Uterus
N  Mean' SD/! N  Mean' S.D.
Micronutrients

Alpha-Carotene (ug/ml)

Baseline 993 0.07 0.07 1318 0.09 0.08

AV-1 990 0.07 0.06 1318 0.08 0.08

AV-1 — Baseline 988 -0.01 0.06 1317 -0.01 0.06
Beta-Carotene (Jg/ml}

Baseline 992 0.28 0.26 1318 0.35 0.34

AV-1 989 0.26 0.25 1319 0.31 0.30

AV-1 - Baseline 987 -0.03 0.22 1318 -0.04 0.21
Alpha-tocopherol (ug/ml)

Baseline 993 16.16 7.12 1318 16.36 7.78

AV-1 990 17.78 8.97 1319 16.84 7.42

AV-1 — Baseline 988 1.62 6.29 1318 0.48 5.74
Gamma-tocopherol (ug/ml)

Baseline 993 2.50 1.69 1318 2.21 1.39

AV-1 990 220 1.85 1319 1.84 1.24

AV-1 - Baseline 988 -0.30 1.13 1318 -0.37 0.93
Beta-Cryptoxanthine (ug/ml)

Baseline 993 0.08 0.07 1318 0.10 0.10

AV-1 990 0.08 0.07 1318 0.09 0.09

AV-1 - Baseline 988 0.00 0.06 1317 -0.01 0.07
Lycopene (ug/ml)

Bascline 993 0.40 0.20 1318 0.41 0.20

AV-i 990 0.39 0.20 1319 040 0.19

AV-1 - Baseline 988 -0.01 0.17 1318 -0.01 0.17
Lutein and Zeaxanthin (ug/ml) ,

Baseline 993 0.20 0.10 1318 0.21 0.10

AV-1 990 0.20 0.10 1319 0.21 0.10

AV-1 - Baseline 938 0.00 0.07 1318 0.00 0.07
Retinol (pg/ml)

Baseline 993 0.60 0.15 1318 0.60 0.15

AV-1 950 0.63 0.16 1319 0.61 0.15

AV-1 - Baseline 088 0.03 0.11 1318 0.01 0.10

(continues)

! Means and standard deviations are weighted by ethnicity using the ethnicity distribution of participants randomized to CT.

SADSMB\I4_aug2001\Reports\Annual2_aug0i.doc
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Table 2.10 {Continued)
Blood Specimen Analysis: HRT Participants

Data as of: August 31, 2001

Without Uterus With Uterus
N  Mem' SD. N  Mean' SD.!
Clotting Factor
Facior VII Activity, Antigen (%)
Baseline - 563 12539  29.19 1271 12389  28.60
AV-1 943 13939 3544 1273 12993 31.24
AV-1 - Baseline 917 1042 2553 1234 583 2262
Factor VII C (%)
Bascline 944 12977 2734 1252 12501 27.18
AV-1 931 136.12 31.91 1263 125.03 28.01
AV-1 - Baseline 289 6.12 2396 1207 -0.53  21.86
Fibrinogen (mg/dl)
Bascline 961 312.060 63.29 1269 307.06  59.59
AV-] . 941 301.61 61.86 1270 29855 59.02
AV-1 - Baselinc 913  -1140 5264 1229 -8.22 5292
Hormones / Other
Glucose (mg/dl)
Baseline 990 10548 3498 1315 " 10079  27.12
AV-1 988 10294 3195 1316 9896 2479
AV-1 - Baseline 983 275 2142 1312 -1.84 17.29
Insulin (RIU/ml)
Baseline 972 12.70 8.27 1280 1148 6.95
AV-1 975 12.07 8.08 1276 11.38 1.22
AV-1- Baseline 954 -0.72 5.99 1252 -0.08 5.59
(continues)

! Means and standard deviations are weighted by ethnicity using the ethnicity distribution of participants randomized to CT.
 Factor VILC values greater than 300% are consideilred biclogically implausible and are set to missing.
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Table 2.10 (Continued)
Blood Specimen Analysis: HRT Participants

Data as of: August 31, 2001

Without Uterus With Uterus
N  Mean' SD/! N Mean' SD.
Lipoproteins

Triglyceride (mg/dl)

Baseline 992 162.36 102.16 1318 14585 74.13

AV-1 988 175775 13379 1318 14867 74.10

AV-1 - Baseline 985 13.63 73.83 1317 274 55776
Total Cholesterol (mg/dl)

Baseline 992  230.03 41.03 1318 225.04 37.01

AV-1 0988 22394 4049 1318 216.13  35.29

AV-1 - Baseline 985 -596  30.00 1317 -8.93 2825
LDL-C (mg/dl)

Baseline 971 14227  37.00 1297 13872  33.08

AV-1 967 12890 3575 1296 127.25 3255

AV-1 - Baseline 954 -13.24 2742 1283  -11.39 2571
HDL-C (mg/dl)

Baseline 988 5599 14.60 1313 57.07 14.47

AV-1 986 6020 1685 1318 59.35 14.96

AV-1 - Baseline 981 4.17 9.37 1312 2.27 8.15
HDL-2 (mg/dl)

Baseline 964 17.39 7.63 1276 17.96 7.68

AV-1 963 19.52 8.81 1286 19.24 8.17

AV-]1 - Baseline 940 2.07 5.06 1250 1.20 4.69
HDL-3 {mg/dl)

Baseline 965 38.71 841 1276  39.05 8.13

AV-1 965  40.98 9.52 1287  40.15 8.21

AV-1 - Baseline 942 2.14 577 1251 1.04 524
Lp(a) (mg/dl)

Baseline 975 2647 2657 1299  27.07  28.01

AV-1 973 2538  27.19 1305 2509 2754

AV-1 - Baseline 960 -1.04 10.81 1288 -1.91 10.76

! Means and standard deviations are weighted by ethnicity using the cthnicity distribution of participants randomized o CT.

SADSMB\14_aug?001\Reports\Annual?_augi.doc
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Table 2.11
Blood Specimen Analysis: American Indian/Alaskan Native Women

Data as of: August 31, 2001

Without Uterus With Uterus

N Mean S.D. N Mean S.D.
Micronutrients
Alpha-Carotene (Ug/ml)
Baseline 27 0.06 0.05 24 0.05 0.04
AV-1 27 0.07 0.08 24 0.05 0.03
AV-1 - Baseline 27 0.01 0.06 24 -0.01 0.03
Beta-Carotenc (pg/ml)
Baseline 27 0.35 0.40 24 0.25 0.21
AV-1 27 0.34 0.39 24 0.28 0.31
AV-1 - Baseline 27 -0.02 024 24 0.03 0.17
Alpha-tocopherol (pg/ml)
Baseline 27 17.86 8.05 24 1297 5.39
AV-1 27 19.18 10.00 24 15.04 8.29
AV-1 - Bascline 27 1.33 6.21 24 2.08 8.17
Gamma-tocopherol {pg/mi)
Bascline 27 2.60 1.68 24 3.12 1.88
AV-1 27 2.64 273 24 2.36 1.01
AV-1 - Baseline 27 0.04 1.81 24 -0.76 1.95
Beta-Cryptoxanthine (pg/ml)
Baseline 27 0.09 0.12 24 0.06 0.03
AV-] 27 0.08 0.06 24 0.07 0.05
AV-1 - Bascline 27 -0.01 0.10 24 0.01 0.04
Lycopene (ug/ml)
Baseline 27 0.36 0.19 24 0.37 0.14
AV-1 27 0.40 021 24 042 0.19
AV-1 - Baseline 27 0.03 0.21 24 0.05 0.16
Lutein and Zeaxanthin {(g/ml)
Baseline 27 0.22 0.10 24 0.18 0.09
AV-1 27 0.25 0.15 24 0.18 0.09
AV-1 - Baseline 27 0.03 0.09 24 0.00 0.05
Retinol (ug/ml)
Baseline 27 0.61 0.19 24 0.51 0.12
AV-1 27 0.65 0.19 24 0.54 0.15
AV-1 - Baseline 27 0.05 0.07 24 0.03 0.09

(continues)
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Table 2.11 (Continued)
Blood Specimen Analysis: American Indian/Alaskan Native Women

Data as of: August 31, 2001

Without Uterus With Uterus
N Mean S.D. N Mean S.D.
Clotting Factor
Factor VII Activily, Antigen (%)
Baseline 25 13924 3544 21 12338 3272
AV-1 26 15477 44.02 24 127.04 3647
AV-1 ~ Baseline 24 13.08 2842 21 195  20.69
Factor VII C (%)’
Baseline 25 13556 2759 21 121.14 3352
AV-1 25 14124  30.15 24 12588  32.80
AV-1 - Baseline 23 6.70  16.45 21 390 23.09
Fibrinogen (mg/dl)
Baseline 25 331.76 57.88 21 321.24  75.11
AV-1 26 315.69 8344 24 308.04 78.05
~ AV-1 - Baseline 24 9.04 7545 21 -1333 52.01
Hormones / Other
Glucose (mg/dl)
Baseline ‘ 27 11589 45.22 24 113.63 44,22
AV-1 27 11230 4255 24 114.29 61.49
AV-1 - Baseline 27 -3.59 41.95 24 0.67 28.55
Insulin (UIU/mi) ‘
Baseline 27 14.08 8.46 24 12.57 8.05
AV-1 _ 27 13.22 7.68 23 12.64 7.49
AV-1— Baseline 27 -(.86 3.72 23 -0.26 2.88
{continues)

! Factor VII C values greater than 300% are considered biologically implausible and are set to missing.
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Table 2,11 (Continued)
Blood Specimen Analysis: American Indian/Alaskan Native Women

Data as of: August 31, 2001

Witheut Uterus With Uterus
N Mean S.D. N Mean S.D.
Lipoproteins

Triglyceride {mg/dl}

Baseline 26 177.81 106.80 24 153.63 87.14

AV-1 27 214.63 159.36 24 164.50 100.84

AV-1 - Baseline 26 3585 98.82 24 10.88 56.74
Total Cholesterol (mg/dl)

Baseline 26 237.15 41.24 24 21196 41.54

AV-1 27 23078 47.19 24 209.13 4239

AV-1 - Bascline 26 -4.23 2784 24 -2.83 19.24
LDL-C (mg/dl)

Baseline 24 14421 28.37 24 12838  39.60

AV-1 23 125.13 33.01 23 12330 4006

AV-1 - Bascline 22 -15.17 25.61 23 -7.04 20,73
HDL-C (mg/dl)

Baseline 26 5500 13.69 24 5279 13.39

AV-1 27 59.44 15.82 24 5546 13.11

AV-1 - Baseline 26 5.04 7.68 24 2.67 7.85
HDL-2 (mg/dl)

Baseline 26 17.08 6.12 24 16.08 5.79

AV-1 26 19.42 717 24 16.58 5.85

AV-1 ~ Baseline 25 2.68 3.67 24 0.50 4.31
HDL-3 (mg/dl)

Baseline 27 37.81 7.99 24 3671 8.36

AV-1 26 40.69 9.38 24  38.88 8.91

AV-1 - Bascline 26 2.69 487 24 217 4.50
Lp(a) (mg/dD)

Baseline 26 32,58  39.67 24 15.08 15.19

AV-1 26 32.08 43,78 24 13.08 14.50

AV-1 — Baseline 26 -0.50 14.62 24 -2.00 5.50
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Table 2.11 (Continued)
Blood Specimen Analysis: Asian/Pacific Islander Women

 Data as of: August 31, 2001

Without Uterus With Uterus
N Mean S.D. N Mean S.D.
Micronutrients
Alpha-Carotene (pg/mi)
Baseline 0.13 0.11 113 0.12 0.07

44
AV-1 44 0.09 0.07 113 0.11 0.07
AV-1 - Baseline 44 -0.04 0.09 113 -0.01 0.07

| Beta-Carotene (pg/ml)
Baseline 44 0.53 045 113 0.54 0.38
AV-1 44 0.39 0.33 113 0.44 0.27
AV-1 - Baseline 44 -0.14 0.30 113 -0.10 0.30
Alpha-tocophero! (ng/ml) .
Baseline 44  20.51 3.05 113 18.84 9.18
AV-1 44  21.40 8.75 113 1953 10.20
AV-1 - Baseline 44 0.90 5.85 113 0.69 6.09
Gamma-tocopherol (ug/ml)
Baseline 44 1.56 1.10 113 1.52 1.06
AV-1 44 1.33 1.16 113 1.26 1.00
AV-1 - Baseline 44 -0.23 0.66 113 -0.26 0.76
Beta-Cryptoxanthine {(pg/mi)
Baseline 44 0.16 0.13 113 0.25 0.38
AV-1 44 0.17 0.20 113 0.23 0.34
AV-1 - Bascline 44 0.02 0.13 113 -0.02 0.25
Lycopene (ug/ml)
Baseline 44 0.42 022 113 0.40 021
AV-1 44 0.35 0.19 113 0.36 0.19
AV-1 - Baseline 44 -0.07 0.19 113 -0.04 0.19

Lutein and Zeaxanthin (ug/ml)

Baseline 44 0.30 0.14 113 0.28 .11
AV-1 44 0.28 0.13 113 0.28 0.12
AV-1 - Baseline 44 -0.02 0.08 113 -0.01 0.09
Retinol (pg/ml)

Baseline 44 0.62 0.13 113 0.60 0.15

AV-1 44 0.65 0.15 113 0.61 0.19

AV-1 - Baseline 44 0.03 0.11 113 0.0} 0.11
(continues)
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Table 2.11 {Continued)

Blood Specimen Analysis: Asian/Pacific Islander Women

Data as of: August 31, 2001

Without Uterus With Uterus
N Mean S.D. N Mean S.D.
Clotting Factor
Factor VII Activity, Antigen (%)
Baseline 42 12788  24.54 111 12352 2835
AV-1 42 143.7] 41.88 109 12739 27.16
AV-] - Baseline 40 19.08 3373 108 3.82 2188
Factor VII C (%)’
Baseline 42 12779  25.16 111 12507 25.20
AV-1 42 13445  25.19 105 12345 27.26
AV-] —Baseline 40 890 1955 108 -1.48 16.86
Fibrinogen (mg/dl) ) .
Basclinc 42 29533 5597 111 30043  54.95
AV-1 42 28738  65.65 109 285.02 54.02
AV-1 - Baseline 40 -540  58.03 108 -13.99 49.10
Hormones / Other
Glucose (mg/dl}
Bascline 44 106.11 2975 113 102.14  24.70
AV-1 44 10575 3670 113 101.22 2291
AV-1 - Baseline 44 -0.36 12.65 113 -0.92 12.16
Insulin (u1U/ml)
Baseline 43 12.39 8.58 108 10.53 7.84
AV-1 43 11.67 9.56 108 10.10 7.03
AV-1 - Baseline 42 -0.91 5.60 107 -0.43 533
(continues)

! Factor VII C valucs greater than 300% arc considered biolegically implausible and arc set to missing.
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Table 2.11 (Continued)}

Blood Specimen Analysis: Asian/Pacific Islander Women

Data as of: August 31, 2001

Without Uterus With Uterus
N Mean S.D. N Mean 5.D.
Lipoproteins

Triglyceride (mg/dl)

Baseline 44 17818 8875 113 14858 74.12

AV-1 44 19643 103.00 112 16096 103.09

AV-1 —Baseline 44 18.25 80.11 112 1200 8072
Total Cholesterol {mg/dl}

Baseline 44 235.02 3296 113 22298 34.15

AV-1 44 22020 34.17 112 21175 3248

AV-1 - Baseline 44 -14.82 2210 112 -1092  26.78
LDL-C (mg/dl)

Baseline 42 13950  32.14 112 13272 31.02

AV-1 43 113.77 3640 109 120.61 30.10

AV-1 - Baseline 41 -22.61 28.73 109 -12.96 27.33
HDL-C (mg/dl)

Baseline 4  60.11 17.87 113 59.88 15.93

AV-1 44 64.00 18.55 112 60.29 15.84

AV-1 - Baseline 44 3.89 8.39 112 0.88 8.49
HDL-2 (mg/dl)

Baseline 43 18.58 9.69 112 19.03 8.60

AV-1 43 2049 9.78 109 20.07 8.61

AV-1 - Baseline 42 1.62 6.58 109 1.32 4.52
HDL-3 (mg/dl)

Baseline 43 41.19 9.42 112 40.61 3.37

AV-i 43 43.56 11.38 110 40.15 7.98

AV-1 - Baseline 42 1.98 5.95 110 -0.39 594
Lp(a) (mg/dl)

Baseline 44 21.43 14.82 112 20.03 19.45

AV-1 4  16.75 14.85 112 17.03  17.70

AV-1 - Baseline 44 -4.68 7.89 111 -3.04 12.22
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Table 2.11 {(Continued)

Blood Specimen Analysis: Black/African American Women

Data as of: August 31, 200

i

Without Uterus With Uterus
N Mean S.D. N Mean S.D.
Micrenutrients

Alpha-Carotene (g/ml)

Baseline 332 0.07 0.08 255 0.06 0.06

AV-1 330 0.06 0.08 254 0.06 0.07

AV-1 - Baseline 330 0.00 0.06 254 0.00 0.05
Beta-Carotene (Jg/ml)

Baseline 331 0.36 0.38 255 0.31 0.26

AV-1 329 035 0.36 255 0.29 0.26

AV-1 - Baseline 329 -0.01 0.20 255 -0.02 0.19
Alpha-tocopherol (pg/ml)

Baselinc 332 14.29 6.30 255  14.54 6.47

AV-1 330 1438 542 255 14.60 6.50

AV-1 - Baseline 330 0.12 5.10 255 0.06 5.08
Gamma-tocopherol (pg/ml)

Baseline 332 2.49 1.37 255 2.49 1.41

AV-1 330 2.32 1.38 255 229 1.32.

AV-1 - Baseline 330 -0.18 091 255 -0.20 0.95
Beta-Cryptoxanthine (pg/ml)

Baseline 332 0.09 0.06 255 0.09 0.06

AV-1 330 0.09 0.07 255 0.08 0.06

AV-1 - Baseline 330 0.00 0.06 255 0.00 0.06
Lycopene (pg/ml) ]

Baseline 332 0.38 0.21 255 0.39 0.21

AV-1 330 0.38 0.21 255 0.37 0.21

AV-1 - Baseline 330 0.00 0.18 255 -0.02 0.19
Lutein and Zeaxanthin (ug/ml)

Baseline 332 0.25 0.13 255 023 0.11

AV-1 330 0.25 0.12 255 0.24 0.11

AV-1 - Baseline 330 0.00 0.08 255 0.02 0.08
Retino] (pg/ml)

Baseline 332 0.56 0.16 255 0.56 0.16

AV-1 330 0.57 0.15 255 0.57 0.15

AV-1 - Bascline 330 0.01 0.10 255 0.01 0.08

{continues)
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Table 2.11 (Continued)

Blcod Specimen Analysis: Black/African American Women

Data as of: August 31, 2001

Without Uterus With Uterus
N Mean S.D. N Mean S.D.
Clotting Factor
Factor V1I Activity, Antigen (%)
Baseline 324 11342 2327 243 11385 26.63
AV-1 321 119.04 2864 246 118.21  30.64
AV-1 — Baseline 314 570 2064 236 469 18.61
Factor VII C (%)!
Baseline 314 11774 27.05 237 117.12 2543
AV-1 317 118.60 26.68 245 11549 2754
AV-1 - Baseline 300 144 19.10 229 -1.91 20.60
Fibrinogen (mg/dl)
Baseline 324 32607 64.58 243 31974 6750
AV-1 320 32538 67.19 246 31446 63.74
AV-1 - Baseline 313 -1.76  52.35 236 491 4722
Hormones / Other
Glucose {(mg/dl)
Baseline 331 11079 4204 255 108.86 3946
AV-1 330 108.82 41.13 254 109.60 41.38
AV-1 - Baseline 329 -1.12 3694 254 0.64  26.19
Insulin (LIU/ml)
Baseline 324 1497 1410 252 1344 8.51
AV-1 328 14.41 13.60 254 13.23 7.82
AV-1 - Baseline 320 -0.83 8.40 251 -0.14 6.25
(continues)

' Factor VII C values greater than 300% are considered biclogically implausible and are set to missing,
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Table 2.11 (Continued)
Blood Specimen Analysis: Black/African American Women

Data as of: August 31, 2001

Without Uterus With Uterus
N Mean S.D. N Mean S.D.
Lipoproteins

Triglyceride (mg/dl)

Bascline 332 118.05 51.48 255 120.51 62.49

AV-1 330 122,08 5054 255 118.22 54.10-

AV-1 - Baseline 330 457  38.61 255 -2.29 3997
Total Cholestero] (mg/dl)

Baseline 332 22542  41.85 255 22156 42.37

AV-1 330 220.17 4092 255 21484 38.62

AV-1 —Baseline 330 -488 2925 255 673 2497
LDL-C (mg/dl)

Baseline 331 14473 39.83 253 140.37  39.02

AV-1 330 13449  39.06 253 13255 37.84

AV-1 — Baseline _ 330 -995 2753 252 -8.51 22.51
HDL-C {mg/dl) ,

Baseline 331 57.08 13.14 254 56.72 13.42

AV-1 ' 330 6121 1547 | 255 5921 1452

AV-1 — Baseline 330 4.11 9.70 254 247 8.04
HDL-2 (mg/dl) ‘

Baseline 329 17.91 6.96 248 1728 7.26

AV-1 328  20.19 8.50 254  18.88 825

AV-1 - Bascline 326 2.24 5.49 248 1.59 5.17
HDL-3 (mg/dl)

Baseline 320 39.17 7.82 248 3940 7.30

AV-1 330 41.08 8.90 254 40.21 7.74

AV-1 — Baseline 327 1.85 5.82 248 0.76 4.85
Lp(a) (mg/dl)

Bascline 326 3934 3154 249  38.80  29.53

AV-1 328 3850 31.58 254  37.27  28.10

AV-1 - Baseline 324 -1.01 12.71 249 -2.11 10.94
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Table 2.11 (Continued)
Blood Specimen Analysis: Hispanic/Latino Women

Data as of: August 31, 2001

~ Without Uterus With Uterus
N Mean S.D. N Mean S.D.
Micronutrients

Alpha-Carolene (pg/ml)

Baseline 144 0.10 0.12 183 0.10 0.10

AV-1 143 0.08 0.06 183 0.09 0.07

AV-1 - Baseline 143 -0.02 0.11 183 -0.01 0.08
Beta-Carotene (Jg/ml)

Baseline 144 0.34 0.53 183 0.32 0.29

AV-1 143 027 0.26 183 0.28 0.22

AV-1 - Baseline 143 -0.07 0.39 183 -0.05 0.25
Alpha-tocopherol (g/ml)

Baseline 144 15.52 7.52 183  15.82 6.51

AV-1 143 16.80 7.51 183 16.58 7.44

AV-1 ~ Baseline 143 1.28 6.03 183 0.76 5.12
Gamma-tocopherol (pg/ml)

Baseline 144 2.28 1.38 183 2.21 1.40

AV-1 143 2.07 136 183 1.93 1.29

AV-1 — Baseline 143 -0.21 0.98 183 -0.28 0.95
Beta-Cryptoxanthine (ptg/ml)

Baseline 144 013 018 | 183 013 0.12

AV-1 143 0.11 0.11 183 0.12 0.11

AV-1 - Baseline 143 -0.02 0.15 183 -0.01 0.09
Lycopene {pg/ml)

Baseline 144 0.40 0.19 183 0.46 0.21

AV-1 143 0.37 0.18 183 0.40 0.19

AV-1 - Baseline 143 -0.03 0.15 183 -0.05 0.17
Lutein and Zeaxanthin (g/ml}

Baseline 144 0.20 0.09 183 0.23 0.11

AV-1 143 0.20 0.09 183 0.22 0.11

AV-1 - Baseline 143 0.00 0.06 183 -0.01 0.08
Retinol (jlg/ml)

Baseline 144 0.52 0.13 183 0.56 0.14

AV-1] 143 0.55 0.13 183 0.56 0.15

AV-1 - Baseline 143 0.02 0.08 183 0.00 0.09

{continues)
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Table 2.11 (Continued)

Blood Specimen Analysis: Hispanic/Latino Women

Data as of: August 31, 2001

Without Uterus With Uterus
N Mean S.D, N Mcan S.D.
Clotting Factor
Factor VII Activity, Antigen (%)
Baseline 137 12137 2497 172 12384  28.35
AV-1 130 12844 2654 177 12899  28.61
AV-1 - Baseline 123 942 2453 168 443 2281
Factor VII C (%)
Baseline 132 12400  28.43 165 123.38 2697
AV-1 127 12690 2479 172 123.38 2598
AV-1— Baseline 117 345 2660 158 -0.80 19.87
Fibrinogen (mg/dl)
Baseline 137 318.08  67.20 172 31957 6656
AV-1 130 30963  60.54 176 31519  61.24
AV-1 - Baseline 123 -5.77  54.43 167 -6.71 5231
Hormeoenes / Other
Glucose (mg/dl)
Baseline 142 103.13  27.63 183 10579 3105
AV-1 143 10590 36.43 183 10469  30.31
AV-1 - Bascline 141 3.60 23.70 183 -1.09  17.83
Insulin (pIU/ml)
Baseline 141 13.64 8.86 182 13.62 7.98
AV-1 141 13.37 8.13 180  13.21 6.66
AV-1 - Baseline 139 -0.35 6.26 180 -0.41 6.00
(continues)

! Factor V11 C values greater than 300% are considered biologically implausible and are set to missing.
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Table 2.11 (Continued)
Blood Specimen Analysis: Hispanic/Latino Women

Data as of: August 31, 2001

Without Uterus With Uterus
N Mean S.D. N Mean S.D.
Lipoproteins

Triglyceride (mg/d])

Baseline 144 15947 69.02 183 167.25  B3.55

AV-1 143 16832  68.62 183 181.46 123.50

AV-]1 — Baseline 143 8.41 51.74 183 14.21 94.14
Total Cholesteral (mg/dl)

Baseline 144 21906 39.03 183 226.67 38.14

AV-1 143 21262 3536 183 21491 35.38

AV-1 - Baseline 143 -6.18  27.27 183 -11.76  23.84
LDL-C (mg/dl)

Baseline 142 132.16  33.53 179 13996  35.55

AV-1 142 12248  31.79 176 12695  33.86

AV-1 - Baseline 140 -9.51 26.15 174 -14.01 2432
HDL-C (mg/dl)

Baseline 143 5441 13.02 183  53.18 12.44

AV-1 143  57.03 14.85 183  53.83 13.08

AV-1 - Baseline 142 2.61 943 183 (.64 7.14
HDL-2 (mg/dl) ’

Baseline 143 16.50 6.70 180  15.76 6.81

AV-1 142 17.97 791 183 16.63 6.75

AV-1 - Baseline 141 1.40 5.24 180 0.89 443
HDL-3 (mg/dD)

Baseline 143 3792 748 180  37.34 7.26

AV-1 142 39.04 8.08 183  37.20 1.59

AV-1 — Baseline 141 1.20 544 180 -0.31 4.77
Lp(a} (mg/dl)

Baseline 142 16.87 18.20 183 2143 2284

AV-1 140 1629 17.96 182 18.74  21.08

AV-1 — Baseline 139 -0.74 7.24 182 -1.79 10.78
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Table 2.11 {Continued)
Blood Specimen Analysis: White Women

Data as of: August 31, 2001

Without Uterus With Uterus
N Mean 5.D. N Mean S.D.
Micronutrients

Alpha-Carotene (ug/ml)

Baseline 1 423 0.07 0.06 715 0.09 0.08

AV-] 423 0.06 0.05 715 0.08 0.08

AV-1 - Bascline 421 -0.01 0.05 715 -0.01 0.06
Beta-Carotene (pg/ml)

Baseline 423 0.27 0.20 715 0.35 0.34

AV-1 423 0.24 0.22 715 0.31 0.31

AV-1 - Baseline 421 -0.02 0.20 715 -0.04 0.21
Alpha-tocopherol (iLg/ml) '

Baseline 423 16.28 7.08 115 16.55 7.91

AV-1 423  18.14 9.25 715 17.06 7.36

AV-1 - Baseline 421 1.86 6.43 715 0.51 5.81
Gamma-tocopherol (pg/ml)

Baseline 423 2.53 1.75 715 2.20 1.38

AV-1 423 221 1.92 715 1.80 1.22

AV-] — Baseline 421 -0.32 1.16 715 -0.40 0.92
Beta-Cryptoxanthine (pg/ml)

Baseline 423 0.08 0.05 715 0.09 0.07

AV-1 423 0.07 0.06 714 0.08 0.07

AV-1 - Baseline 421 0.00 0.04 714 -0.01 0.06
Lycopene {(ug/ml)

Baseline 423 0.40 0.20 715 041 0.19

AV-1 423 0.39 0.19 715 0.40 0.19

AV-I - Baseline 421 -0.01 0.17 715 -0.01 0.17
Lutein and Zeaxanthin (pg/ml)

Baseline 423 0.20 0.09 715 0.21 0.09

AV-1 423 0.20 0.10 715 0.21 0.09

AV-1 - Baseline 421 0.00 0.06 715 0.00 0.06
Retinol (pg/ml)

Baseline 423 0.61 0.14 715 0.61 0.15

AV-1 423 0.64 0.15 715 0.62 0.14

AV-1 - Baseline 421 0.03 0.11 715 0.01 0.10

(continues)
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Blood Specimen Analysis: White Women

Table 2.11 (Continued)

Data as of: August 31, 2001

Without Uterus With Uterus
N Mean S.D. N Mean S.D.
Clotting Factor
Factor VII Activity, Antigen (%)
Baseline 412 131.78 2941 695 125.19 28.64
AV-1 401 14228 3543 689 13156 31.25
AV-1 - Baseline 393 10.85 2578 673 612 2314
Factor VII C (%)’
Baseline 409 131.61 26.97 689 126.11 26.78
AV-1 397 138.84 3233 685 12634 2793
AV.-1 - Baseline 387 6.76 2452 663 038 2227
Fibrinogen (mg/dl)
Baseline 410 30995 6292 693 30473  57.69
AV-1 400 29843  60.01 687 296.00 57.78
AV-1 -~ Bascline 390 -1290 5192 669 -835 5374
Hormones / Other
Glucose (mg/di)
Baseline 423 10486 3435 711 99.36 24,56
AV-1 421  101.84 29.97 713 97.13 20.57
AV-1 — Baseline 419 -3.38 18.13 709 -2.23 15.83
Insulin {uIU/ml)
Baseline 414 12.39 7.13 685 11.15 6.58
AV-1 413 11.71 6.99 682 11.09 7.13
AV-1 - Baseline 403 -0.73 5.64 662 -0.04 5.52
(continues)

! Factor VII C values greater than 300% are considered biologically implausible and arc sct to missing.
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Table 2.11 (Continued)
Blood Specimen Analysis: White Women

Data as of: August 31, 2001

Without Uterus With Uterus
N Mean SD. N Mean SD.
Lipoproteins '

Triglyceride (mg/dl)

Baseline 423  167.57 107.26 714 14766 74,11

AV-1 421 18195 142.53 715 150.16  70.15

AV-1—Baseline 419 1465 77.56 714 242 5374
Total Cholesterol (mg/dl}

Baseline 423 230.82 41.06 714 22559  36.25

AV-1 421 224834  40.63 715 21651 34.84

AV-1 - Baseline 419 -5.91 30.41 714 910  28.90
LDL-C (mg/dl)

Baseline 410 14236  36.92 700 13875 3209

AV-1 406 12864 3532 706  126.81 31.61

AV-1 — Baseline 399  -13.63 2744 606 -11.68  26.05
HDL-C (mg/d])

Baseline 421 55.87 14.78 710 57.28 14.61

AV-1 419  60.17 17.10 715 5968 15.03

AV-1 - Baseline 416 4.25 9.38 710 2.39 822
HDL-2 (mg/3l)

Baseline ‘ 400 1736 7.72 684 1815 172

AV-1 402 19.51 8.90 687 19.44 8.19

AV-1 —Baseline 384 2.09 4.97 661 1.17 4.65
HDL-3 (mg/dl)

Baseline 400  38.66 8.52 684 39.06 8.24

AV-1 402  41.00 9.63 687  40.32 8.28

AV-1 — Baseline 384 2.21 5.79 661 1.20 5.28
Lp(a) (mg/dl} ,

Baseline 414 2546 2575 702 2622 2799

AV-1 413 2438 2642 704 2422 2773

AV-] - Baseline 405 099 1075 693 -1.84  10.66
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Table 2.11 {Continued)
Blood Specimen Analysis: Other/Unspecified Women

Data as of: August 31, 2001

Without Uterus With Uterus
N Mean 5.D. N Mean S.D.
Micronutrients

Alpha-Carotene (pug/ml)

Baseline 23 0.10 0.06 28 0.11 0.14

AV-1 23 0.10 0.09 29 0.09 0.10

AV-1 - Baseline 23 0.00 0.07 28 -0.03 0.05
Beta-Carotene (pug/ml)

Baseline 23 0.37 0.32 28 0.43 0.47

AV-1 23 035 0.25 29 0.35 0.31

AV-1 - Baseline 23 -0.03 0.16 28 -0.07 0.29
Alpha-tocopherol (pg/ml)

Baseline 23 17.97 8.44 28 17.07 7.90

AV-1 23 1894 11.06 29  17.21 6.22

AV-1 - Baseline 23 0.97 5.11 28 0.09 5.64
Gamma-tocopherol (pg/ml)

Baseline 23 2.14 1.09 28 1.86 1.08

AV-1 23 2.00 0.87 29 1.73 1.06

AV-1 — Baseline 23 -0.14 0.99 28 -0.08 0.70
Beta-Cryptoxanthine (pg/mi)

Baseline 23 0.09 0.08 28 0.11 0.13

AV-1 23 0.11 0.07 29 0.08 0.06

AV-1 - Baseline 23 0.01 0.05 28 -0.02 0.08
Lycopene (jtgfml)

Baseline 23 0.49 0.21 28 0.33 0.21

AV-1 23 044 0.23 29 0.33 0.22

| AV-1 - Baseline 23 -0.06 0.24 28 0.00 0.16

Lutein and Zeaxanthin {pg/ml)

Baseline 23 0.20 0.10 28 0.20 0.14

AV-1 23 0.20 0.1 29 0.22 0.12

AV-1 - Baseline 23 -0.01 0.07 28 0, . 0.10
Retinol {(ug/ml)

Baseline 23 0.59 0.15 28 0.59 0.14

AV-1 23 0.64 0.19 29 0.60 0.13

AV-1 - Baseline 23 0.06 0.13 28 0.00 0.12

(continues)
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Table 2.11 (Continued)
Blood Specimen Analysis: Other/Unspecified Women

Data as of: August 31, 2001

Without Uterus With Uterus
N Mean S.D. N Mean S.D.
Clotting Factor
Factor VII Activity, Antigen (%)
Baseline 23 12457 2333 29 12221 2284
AV-1 23 133.00 2698 28 130.21 27.60
AV-] — Baseline 23 843  26.66 28 8.82 16.06
Factor VII C (%)
Baseline 22 12464 2374 29 124.10 22713
AV-] 23 13057 2025 28 127.11  27.36
AV-1- Baseline 22 7.41 19.63 28 37 18,73
Fibrinogen {mg/d])
Baseline 23 31852 5673 29 33162 7329
AV-1 23 20404 6472 28 307.32 59.63
AV-1 - Baseline 23 -24.48 5387 28 -23.04 5103
Hormones / Other
Glucose (mg/dl)
Baseline 23 98.87 20.65 29 10241 ° 28.62
AV-1 23 103.04  28.07 290 9959 1911
AV-1 - Baseline 23 417 1454 29 -2.83 1446
Insulin (WIU/ml)
Baseline 23 10.30 6.84 29 1086 5.13
AV-1 23 10.90 7.41 29 1097 6.59
AV-1 —Baseline 23 0.61 6.25 29 0.11 3.45
(continues)

! Factor VI C values greater than 300% are considered biologically implausible and are set to missing.
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Table 2.11 (Continued)
Blood Specimen Analysis: Other/Unspecified Women

Data as of: August 31, 2001

Without Uterus With Uterus
N Mean S.D. N Mean S.D.
Lipoproteins
Triglyceride (mg/dl)
Baseline 23 15657 9242 29 15952  71.00
AV-1 23 168.13  68.18 29 16172 75.02
AV-1 — Baseline 23 1157 62.43 29 2.21 38.74
Total Cholesterol (mg/dl)
Baseline 23 24143 42.05 20 221.52 36.60
AV-1 23 23648  36.92 29 22034 3873
AV-1 - Baseline 23 -4.96 28.61 29 -1.17 29.84
LDL-C (mg/dl)
Baseline 22 15555 3738 29 13524  34.16
AV-1 23 143.65 35.75 29 132.62 41.10
AV-1 - Baseline 22 -10.27 23.25 29 -2.62 29.46
HDL-C (mg/dl)
_Baseline 23 5457 1233 29 5438 1541 ‘
AV-1 23 59.17 13.34 29 55.31 15.06
AV-1 - Baseline : 23 4.61 7.45 29 0.93 478
HDL-2 (mg/d])
Baseline 23 1648 693 28 1614  8.54 |
AV-1 22 1873 1.25 29 1700 921 ‘
AV-1 — Baseline 22 1.91 5.08 28 0.57 4.14
HDL-3 (mg/dl)
Baseline 23 38.09 6.53 28 3771 8.05
AV-1 22 4150 684 | 20 3831  7.28 \
AV-1 — Baseline 22 3.00 4.86 28 0.18 338
Lp(a) (mg/dl)
Baseline 23 20.22 23.07 29 26.55 21.07
AV-1 22 2023 2322 29 23.00 19.88
AV-1 - Baseline 22 -0.55 3.20 29 -3.55 15.82
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Table 2.12
Bone Mineral Del:u;ityl Analysis: HRT Participants

Data as of: August 31, 2001

Without Uterus With Uterus
N Mean SD. N Mean 5.D.
Whole Body Scan
Baseline 9338 1.01 0.11 {1025 0.99 0.10
AV1 : 843 1.01 0.11 | 928 1.00 0.10
AV3 773 1.03  0.12] 856 1.02 0.10
AV6 296 1.03 0.12 ] 324 1.02 0.11

AV1 % Change from baseline BMD? | 841 043 279925 026 235
AV3 % Change from baseline BMD? 771 216 440 851 1.99 381
AV6 % Change from baseline BMD* 294 223 5.10 | 322 2.79 5.13

Spine Scan
Baseline 910 0.97 0.16 | 998 0.95 0.16
AV1 B22 0.99 0.16 | 900 0.97 0.16
AV3 760 1.00  0.17 | 839 0.99 0.17
AVE 295 1.01 0.17 | 322 0.99 0.17

AV1 % Change from bascline BMD? 819 1.91 4.57 | 897 2.07 4.34
AV3 % Change from baseline BMD’ 757 3.55 6.18 | 834 4.09 6.06
AV6 % Change from bascline BMD’ 292 409  7.51 4 321 5.25 7.89

Hip Scan
Baseline 934 086  0.14 |1024 0.84 0.13
AV1 841 086 014 927 0.84 0.13
AV3 774 0.88 0.15| 860 0.86 0.14
AV6 300 0.88 0.14 | 333 0.86 0.13

AV1 % Change from bascline BMD? | 838 072  3.31 | 924 063 317
AV3 % Change from baseline BMD® | 768 221  4.86 | 854 217 478
AV6 % Change from baseline BMD’ 297 085 5.60 | 327 1.65 5.62

! Measured in {gfcm?).

# AV1 % Change from baseline BMD is defined as ((AV1-Baseline)/Baseline)x 100.
IAVI % Change from baseline BMD is defined as ((AV3-Baseline)/Baseline)x100.
* AV6 % Change from bascline BMD is defined as ((AV6-Baseline)/Baseline)x 100
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Table 2.14
Lost-to-Follow-up and Vital Status: HRT Participants by Hysterectomy Status
Data as of: August 31, 2001
Without Uterus With Uterus HRT Participants
(N=10,739) (N=16,608) (N=27,347)
N % N i N %o
Vital Status/Participation
Deceased 286 2.7 356 2.1 642 2.3
Alive: Current Participation' 9786 91.1 15443 93.0 25229 92.3
Alive: Recent Participation® 236 2.2 267 1.6 503 1.8
Alive: Past/Unknown Participation’ i1 0.1 18 0.1 29 0.1
Stopped Follow-Up* 225 2.1 292 1.8 517 1.9
Lost to Follow-Up 195 1.8 232 1.4 427 1.6

) Participants who have filled in a Form 33 within the last 9 months,
% participants who last filled in a Form 33 between 9 and 18 months ago.
3 Participiants without a Form 33 within the last 18 months, who have been located (as indicated on Form 23) within the last 6 months.

* Participants with codes § (no follow-up) or 8 (absolutely no follow-up) on Form 7.

* Participants not in any of the above categories.

SADSMB\14_aug?001\Reparts\Annual2_aug01.doc




WHI, Semi-Annual Progress Report

Page 2-43

Table 2.15
Locally Verified Outcomes (Annualized Percentages) by Age for Hormone Replacement Therapy

Data as of: August 31, 2001

Age
Outcomes Total .50-54 55-59 60-69 70-79
Number randomized 27347 3425 5407 12365 6150
Mean follow-up (months) 54.2 59.3 56.1 531 51.7
Cardiovascular
CHD' 439 (0.36%) 26 (0.15%) 38 (0.15%) 196 (0.36%) 179 (0.68%)
CHD death® 101 (0.08%) 6 (0.04%) 9 (0.04%) 38 (0.07%) 48 (0.18%)
Total MP 371 (0.30%) 21 (0.12%) 31 (0.12%) 169 (0.31%) 150 (0.57%)
Ctinical MI 362 (0.29%) 20 (0.12%) 31 (0.12%) 162 (0.30%) 149 (0.56%)
Evolving Q-wave MI* 21 (0.02%) 2 (0.01%) 1 (<0.01%) 13 (0.02%) 5 (0.02%)
Possible evolving Q-wave Mr 82 (0.07%) 6 (0.04%) 9  (0.04%) 36 (0.07%) 31 (0.12%)
Angina 640 (0.52%) 21 (0.12%) 83 (0.33%) 292 (0.53%) 244 (0.92%)
CABG/PTCA 594 (0.48%) 21 (0.12%) 73 (0.29%) 272 (0.50%) 228 (0.86%)
Carotid artery disease 125 (0.10%) 0 (0.00%) 13 (0.05%) 63 (0.12%) 49 (0.19%)
Congestive heart failure 339 (0.27%) 14 (0.08%) 36 (0.14%) 141 (0.26%) 148 (0.56%)
Stroke 344 (0.28%) 10 (0.06%) 38 (0.15%) 152 (0.28%) 144 (0.54%)
Non-disabling stroke 197 (0.16%) 8 (0.05%) 25 (0.10%) 92 (0.17%) 72 (0.27%)
Fatal/disabling stroke 93 (0.08%) 1 (0.01%) 5 (0.02%) 36 (0.07%) 51 (0.19%)
Unknown status from stroke 54 (0.04%) 1 (0.01%) 8  (0.03%) 24 (0.04%) 21 (0.08%)
PVD 97 (0.08%) 5 (0.03%) 9 (0.04%) 46 (0.08%) 37 (0.14%)
DVT 206 (0.17%) 11 (0.07%) 29 (0.11%) 94 (0.17%) 72 (0.27%)
Pulmonary embolism 122 (0.10%) 6 (0.04%) 20 (0.08%) 54 (0.10%) 42 (0.16%)
CHD'/Possible evolving Q-wave MI 508 (0.41%) 32 (0.19%) 45 (0.18%) 224 (041%) 207 (0.78%)
Coronary disease’ 1327 (1.08%) 61 (036%) 153 (0.61%) 597 (1.09%) 516 (1.95%)
DVT/PE 271 (0.22%) 13 (0.08%) 38 (0.15%) 128 (0.23%) 92 (0.35%)
Total cardiovascular disease 2002 (1.62%) 88 (0.52%) 229 (0.91%) 922 (1.68%) 763 (2.88%)
Cancer
Breast cancer® 449 (0.36%) 47 (0.28%) 71 (0.28%) 228 (0.42%) 103 (0.39%)
Invasive breast cancer 352 (0.29%) 36 (0.21%) 59 (0.23%) 174 (0.32%) 83 (031%)
Non-invasive breast cancer 101 (0.08%) 11 (0.07%) 13 {0.05%) 57 (0.10%) 20 (0.08%)
Ovary cancer 44 (0.04%) 1 (0.01%) 7 (0.03%) 25 (0.05%) 11 (0.04%)
Endometrial cancer’ 38 (0.05%) 0 (0.00%) 5 (0.03%) 20 (0.06%) I3 (0.09%)
Colorectal cancer 175 (0.14%) 9 (0.05%) 19 (0.08%) 88 (0.16%) 59 (0.22%)
Other cancer® 600 (0.49%)| 45 (0.27%) 78 (031%) 279 (051%) 198 (0.75%)
Total cancer 1274 (1.03%)| 102 (0.60%) 177 (0.70%) 623 (1.14%) 372 (1.41%)
Fractures
Hip fracture 138 (0.11%) 3 (0.02%) 5 (0.02%) 42 (0.08%) 88 (0.33%)
Vertebral fracture 141 (0.11%) 6 (0.04%) 15  (0.06%) 56 (0.10%) 64 (0.24%)
Other fracture® 1840 (1.49%) 211 (1.25%) 288 (1.14%) 870 (1.59%) 471 (1.78%)
Total fracture 2051 (1.66%) 218 (1.29%) 304 (1.20%) 942 (1.72%) 587 (2.22%)
Deaths
Cardiovascular deaths 197 (0.16%) 8 (0.05%) 16 (0.06%) 76 (0.14%) 97 (0.37%)
Cancer deaths 273 (0.22%) 13 (0.08%) 25 (0.10%) 131 (0.24%) 104 (0.39%)
Deaths: other known cause 89 (0.07%) 8 (0.05%) 13 (0.05%) 33 (0.06%) 35 (0.13%)
Deaths: unknown cause 83 (0.07%) 6 (0.04%) 8 (0.03%) 35 (0.06%) 34 (0.13%)
Deaths: not yet adjudicated 41 (0.03%) 1 {(0.01%) 2 (0.01%) 20 (0.04%) 18 (0.07%)
Total death 642 (0.52%) 35 (0.21%) 62  (0.25%) 275 {0.50%) 270 (1.02%)

' “CHD" includes clinical ME, evolving Q-wave M1, and CHD death. It corresponds to what was “CHD (comected)” in the February 2001 report.

2 “CHD death” includes definite and possible CHD death. It comresponds to what was “CHD death (carrected)” in the February 2001 report.

3 “Total MI" includes clinical M1 and evolving Q-wave ML

* Only women with a follow-up ECG are used 10 compute the annual rates for (possible) evolving Q-wave Mis,
3 "Coronary disease” includes clinical M1, evolving Q-wave MI, possible evolving Q-wave MI, CHD dcath, angina, congestive heart failure, and CABG/PTCA.

% Excludes four cases with borderline malignancy.

7 Only women without a baseline hyslerectomy are used to compute the annual rates of endometrial cancer.
® Only one report of "other cancer” or "other fracture” is counted per woman; however, the first other cancer or other fracture of each type is adjudicated.

Excludes non-melanoma skin cancer and fractures indicated as pathological.
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Table 2.15 (Continued)
Locally Verified Outcomes (Annualized Percentages) by Race/Ethnicity for Hormone Replacement Therapy

Data as of: August 31, 2001

Race/Ethnicity
American Indian/ Asian/Pacific Black/African  Hispanic/ Other/
Qutcomes Alaskan Native Islander American Latino White Unspecified
Number randomized 130 527 2738 1537 22030 385
Mean follow-up (months) 525 50.7 53.6 51.6 54.6 50.1
Cardiovascular i
CHD' 3 (0.53%) 5 (0.22%) 40 (0.33%) 15 (0.23%) 369 (0.37%) 7 (0.44%)
CHD death® 1 (0.18%) 3 (0.13%) 17 (0.14%) 4 (0.06%) 74 (0.07%) 2 (0.12%)
Total M 2 (0.35%) 4 (0.18%) 28 (0.23%) 12 (0.183%) 319 (0.32%) 6 (0.37%)
Clinical MI 2 (0.35%) 4 (0.18%) 27 (0.22%) 12 (0.18%) 311 (0.31%) 6 (0.37%)
Evolving Q-wave MI* 0 (0.00%) 0 (0.00%) 1 (0.01%) 0 (0.00%) 18 (0.02%) 2 (0.12%)
Possible evolving Q-wave MI* 0 (0.00%) 1 {0.04%) 10 (0.08%) 3 (0.05%) 67 (0.07%) I (0.06%)
Angina 4 (0.70%) 10 (0.45%) 58 (047%) 29 (0.44%) 532 (0.53%) 7 (0.44%)
CABG/PTCA 4 (0.70%) 5 (0.22%) 43 (0.35%) 23 (0.35%) 512 (051%) 7 (0.44%)
Carotid artery disease 1 (0.18%) 1 (0.04%) 6 (0.05%) 0 (0.00%) 117 (0.12%) 0 (0.00%)
Congestive heatt failure 2 (0.35%) 4 (0.18%) 47 (0.38%) - 10 (0.15%) 272 (0.27%) 4 (0.25%)
Stroke 2 (0.35%) 7 (0.31%) 47 (0.38%) 10 (0.15%) 273 (0.27%) 5 (0.31%)
Non-disabling stroke 1 (0.13%) 5 (0.22%) 26 (0.21%) 8 (0.12%) 154 (0.15%) 3 (0.19%)
Fatal/disabling stroke 1 (0.18%) 1 (0.04%) 14 (0.11%) 1 (0.02%) 75 (0.07%) 1 (0.06%)
Unknown status from stroke 0 (0.00%) 1 (0.04%) 7 (0.06%) 1 (0.02%) 44 (0.04%) 1 (0.06%)
PVD 1 (0.18%) 0 (0.00%) 11 (0.09%) 2 (0.03%) 83 (0.08%) 0 (0.00%)
DVT 1 (0.18%) 1 (0.04%) 17 (0.14%) 4 (0.06%) 183 (0.18%) 0 (0.00%)
Pulmonary embolism 3 (0.53%) 1 (0.04%) 10 (0.08%) 1-(0.02%) 107 (0.11%) 0 (0.00%)
CHD'/Possible evolving Q-wave M1 3 (0.53%) 6 (0.27%) 47 (0.38%) 18 (0.27%) 426 (0.43%) B (0.50%)
Coronary discase’ 7 (1.23%) 17 (0.76%) 135 (1.10%) 54 (0.82%) 1097 (1.10%) 17 (1.06%)
DVT/PE 4 (0.70%) 1 (0.04%) 22 (0.18%) 4 (0.06%) 240 (0.24%) 0 (0.00%)
Total cardiovascular disease 13 (2.28%) 25 (1.12%) 204 (1.67%) 67 (1.01%) 1671 (1.67%) 22 (1.37%)
Cancer
Breast cancer® 0 (0.00%) 10 (0.45%) 35 (0.29%) 14 (021%) 389 (0.39%) 1 (0.06%)
Invasive breast cancer 0 (0.00%) 8 (0.36%) 29 (0.24%) 8 (0.12%) 306 (0.31%) 1 (0.06%)
Non-invasive breast cancer 0 (0.00%) 2 (0.09%) 7 (0.06%) 6 (0.09%) 86 (0.09%) 0 (0.00%)
Ovary cancer 0 (0.00%) 0 (0.00%) 3 (0.02%) 0 (0.00%) 41 (0.04%) 0 (0.00%) ‘
Endometrial cancer’ 1 (041%) 0 (0.00%) 0 (0.00%) 1 (0.03%) 36 (0.06%) 0 (0.00%) |
Colorectal cancer 0 (0.00%) 6 (0.27%) 19 (0.16%) 11 (0.17%) 137 (0.14%) 2 (0.12%)
Other cancer® 3 (053%) 12 (0.54%) 51 (042%) 21 (0.32%) 505 (0.50%) 8 (0.50%)
Total cancer 4 (0.70%) 28 (1.26%) 105 (0.86%) 45 (0.68%) 1082 (1.08%) 10 (0.62%)
Fractures |
Hip fracture 0 (0.00%) 1 (0.04%) 4 (0.03%) 2 (0.03%) 131 (0.13%) 0 (0.00%) |
Vertebral fracture 0 (0.00%) 2 (0.09%) 1 (0.01%) 1 (0.02%) 135 (0.13%) 2 (0.12%)
Other fracture® 8 (141%) 26 (1.17%) 93 (0.76%) 63 (0.95%) 1631 (1.63%) 19 (1.18%)
Total fracture 8§ (1.41%) 28 (1.26%) 98 (0.80%) 64 (0.97%) 1833 (1.83%) 20 (1.24%)
Deaths
Cardiovascular deaths 1 (0.18%) 4 (0.18%) 33 (0.27%) 4 (0.06%) 152 (0.15%) 3 (0.19%)
Cancer deaths 1 (0.18%) 10 (0.45%) 24 (0.20%) 6 (0.09%) 229 (0.23%) 3 (0.19%)
Deaths: other known cause 2 {0.35%) 1 (0.04%) 11 (0.09%) 0 (0.00%) 75 (0.07%) 0 (0.00%)
Deaths: unknown cause 1 (0.18%) 1 (0.04%) 11 (0.09%) 2 (0.03%) 66 (0.07%) 2 {0.12%)
Deaths: not yet adjudicated 0 (0.00%) 1 (0.04%) 6 (0.05%) 1 (0.02%) 32 (0.03%) 1 (0.06%) 1
Total death 5 (0.88%) 16 (0.72%) 79 (0.65%) 12 (0.18%) 522 (0.52%) 8 (0.50%)

! “CHD” includes clinical M1, evolving Q-wave MI, and CHE death. k corresponds (o what was “CHD (corrected)”™ in the February 2001 report.

% “CHD death™ includes definite and possible CHD death. Tt correspends to what was “CHD death (corrected)” in the February 2001 report,

* “Total MI” includes clinical M1 and evolving Q-wave M1,

* Only women with a follow-up ECG are used to compute the annual rates for (possible) evolving Q-wave Mls.

3 *Coronary disease” includes clinical M1, evolving Q-wave M1, possible evolving Q-wave MI, CHD death, angina, congestive heart failure, and CABG/PTCA.

® Excludes four cases with borderline malignancy.

? Only women without a baseline hysterectomy are used to compute the annual rates of endometrial cancer.

3 Only one report of "other cancer™ or "other fracture” is counted per woman; however, the first other cancer or other fracture of each type is adjudicated.
Excludes non-melanoma skin cancer and fractures indicated as pathological.
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Table 2.16
Locally Verified Outcomes (Annualized Percentages) for HRT Participants Without and With Uterus

Data as of: August 31, 2001

QOutcomes . Without Uterus With Uterus
Number randomized 10739 16608
Mean follow-up (months) 54.1 54.2
Cardiovascular
CHD' 193 (0.40%) 246 (0.33%)
CHD death? 51 (0.11%) 50 (0.07%)
Total MPP 159 (0.33%) 212 (0.28%)
Clinical MI 154 (0.32%) 208 (0.28%)
Evolving Q-wave MI* 9 (0.02%) 12 (0.02%)
Possible evolving Q-wave MI* 30 (0.06%) 52 (0.07%)
Angina 345 (0.71%) 295  (0.39%)
CABG/PTCA 290 (0.60%) 304 (041%)
Carotid artery disease 65 (0.13%) 60 (0.08%)
Congestive heart failure 189 (039%) - 150 (0.20%)
Stroke 165 (0.34%) 179 (0.24%)
Non-disabling stroke 96 (0.20%) 101 (0.13%)
‘ Fatal/disabling stroke 39 (0.08%) 54 (0.07%)
Unknown status from stroke 30 (0.06%) 24 (0.03%)
PVD 43 (0.10%) 49 (0.07%)
DVT 65 (0.13%) 141  (0.19%)
Pulmonary embolism 35 (0.07%) 87 (0.12%)
CHD'/Possible cvolving Q-wave MI 216 (0.45%) 292 (0.39%)
Coronary disease’ 657  (1.36%) 670 (0.89%)
DVT/PE 84 (0.17%) 187 (0.25%)
Total cardiovascular disease 947 (1.95%) 1055  (1.41%)
Cancer
| Breast cancer® 156 (0.32%) 293 (0.39%)
Invasive breast cancer 117 (0.24%) 235 (0.31%)
Non-invasive breast cancer 40 (0.08%) 61 (0.08%)
Ovary cancer 13 0.03%) 31 (0.04%)
Endometrial cancer 0 N/A 38 (0.05%)
Colorectal cancer 84 (0.17%) 91 (0.12%)
Other cancer’ 228  (0.47%) 372 (0.50%)
Total cancer 473 (0.98%) 801 (1.07%)
Fractures
Hip fracture 49 (0.10%) 89 (0.12%)
Vertebral fracture 52 (0.11%) 89 (0.12%)
Other fracture’ 715 (1.48%) 1125  (1.50%)
Total fracture 789 (1.63%) 1262 (1.68%)
Deaths
Cardiovascular deaths 85 (0.20%) 102 (0.14%)
Cancer deaths 122 (0.25%) 151 (0.20%)
Deaths: other known causc 34 (0.07%) 55 (0.07%)
Deaths: unknown cause 35 (0.07%) 48  (0.06%)
Deaths: not yet adjudicated 13 (0.03%) 28 (0.04%)
Total death 286 (0.59%) 356 (0.47%)

! “CHD" includes clinical M, evolving Q-wave M), and CHD death. It correspends to what was “CHD (corrected)” in the February 2001 repont.

1 “CHD death” includes definitc and possible CHD death. It corresponds to what was “CHD death (corrected)” in the February 2001 report.

* “Total MI” includes clinical M1 and evolving Q-wave ML

* Onty women with a follow-up ECG are used to compute the annual rates for (possible) evolving Q-wave Mls,

? "Coronary disease" includes clinical MI, evelving Q-wave M, possible evolving Q-wave M1, CHD death, angina, congestive hean failure, and CABG/PTCA.

* Excludes four cases with borderdine malignancy,

7 Only one report of “other cancer™ or "other fracture” is counted per woman; however, the first other cancer or other fracture of each type is adjudicated,
Excludes non-melanoma skin cancer and fractures indicated as pathological.
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Table 2.17
Frequency (%)’ of Various Subcategories of Stroke Diagnosis: HRT Participants

Data as of: August 31, 2001

Without Uterus With Uterus

Number randomized 10739 16608

Stroke Diagnosis

Subarachoid hemorrhage 8 4.8% 9 5.0%
Intracerebral hemorrhage 20 12.1% 22 12.3%
Other intracranial hemorrhage 2 1.2% 0 0.0%
Occlusion of cerebral arteries with infarction 92 55.8% 106 59.2%
Acute cercbrovascular disease 31 18.8% 27 15.1%
Central nervous system complications 8 4.8% 7 3.9%
Report of cerebrovascalar death only 4 2.4% 7 39%
Missing 0 0.0% 1 0.6%
Total 165 100% 179 100%

! Percentages are relative to the total number of stroke diagnoses.
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Table 2.18

Frequency (%)" of Disability Levels Following Stroke — Glasgow Scale: HRT Participants

Data as of: August 31, 2001 -

Without Uterus With Uterus

Number randomized 10739 16608
Glasgow scale

Good recovery 53 32.1% 54 30.2%
Moderately disabled 44 26.7% 50 27.9%
Severcly disabled 14 8.5% 22 12.3%
Vegetative survival 0 0.0% 4 2.2%
Death or death within 1 month 24 14.5% 24 13.4%
Unable to categorize stroke 9 55% 9 5.0%
Not yet categorized 21 12.7% 16 B.9%
Total 165 100% 179 100%

! Percentages are relative to the total number of stroke diagnoses.

SADSMB\l4_aug2001'\Reports\Annual2_augl.doc




WHI, Semi-Annual Progress Report ' Page 2-48

Table 2.19
Counts (Annuvalized Percentages) of Participants with Self-Reported Outcomes by Age and Race/Ethnicity
for HRT Participants who did not report a prevalent condition at baseline

Data as of: August 31, 2001

' Age
Outcome Total 50-54 55-59 60-69 - 70-79
Number randomized 27347 3425 5407 12365 6150
Mean follow-up (months) 54.2 59.3 56.1 53.1 51.7
Hospitalizations
Ever 9178 (7.44%) 822 (4.86%) 1436 (5.68%) 4233 (7.73%) 2687 (10.15%)
Two or more ‘ 3929 (3.18%) 309 (1.83%) 555 (2.20%) 1800 (3.29%) 1264 (4.77%)
Other
Diabetes (treated) 1211 (1.04%) 167 (1.03%) 244 (1.02%) 540 (1.05%) 260 (1.04%)
Gallbladder disease’ 1244 (1.21%) 164 (1.12%) 268 (1.24%) 584 (1.29%) 228 (1.06%)
Hysterectomy 388 (0.52%) 30 (0.30%) 69 (0.42%) 198 (0.59%) 91 (0.60%)
Glaucoma 1672 (1.41%) 140 (0.84%) 272 (1.10%) 798 (1.52%) 462 (1.88%)
Osteoporosis 3324 (2.84%) 215 (1.29%) 466 (1.90%) 1598 (3.08%) 1045 (4.37%)
Osteoarthritis® 2870 (3.81%) 345 (275%) 564 (3.26%) 1315 (4.08%) 646 (4.84%)
Rheumatoid arthritis 989 (0.84%) 132 (0.81%) 217 (0.89%) 422 (0.81%) 218 (0.87%)
Intestinal polyps 1944 (1.69%) 187 (1.14%) 317 (1.31%) 1008 (1.98%) 432 (1.84%)
Lupus 162 (0.13%) 22 (0.13%) 34 (0.13%) 79 (0.14%) 27 (0.10%)
Kidney stones® _ 360 (0.38%) 39 (0.32%) 66 (0.35%) 172 (0.41%) 83 (0.40%)
Cataracts® 4914 (5.93%) 223 (1.82%) 635 (3.40%) 2627 (6.95%) 1429 (10.10%)
Fills for hypertension 4365 (4.98%) 480 (3.52%) 843 (4.33%) 1960 (5.16%) 1082 (6.53%)
Race/Ethnicity
Am Indian/
Alaskan  Asian/Pacific Black/African Hispanic/ Other/
Outcomes Native Islander American Latino White Unspecified
Number randomized 130 527 2738 1537 22030 385
Mean follow-up (months) 52.5 50.7 53.6 51.6 54.6 50.1
Hospitalizations
Ever 46 (8.08%) 109 (4.89%) 947 (7.74%) 396 (6.00%) 7572 (7.56%) 108 (6.72%)
Two or more 24 (422%) 38 (1.71%) 418 (3.42%) 139 (2.10%) 3277 (3.27%) 33 (2.05%)
Other '
Diabetes (treated) 9 (1.84%) 28 (1.38%) 215 (2.01%) 114 (1.88%) 830 (0.87%) 15 (1.00%)
Gallbladder discase’ 8 (1.84%) 18 (0.89%) 111 (1.01%) 68 (1.38%) 1024 (1.23%) 15 (1.14%)
Hysterectomy 2 (083%) 1 (0.07%) 19 (038%) 14 (037%) 348 (0.55%) 4 (041%)
Glaucoma & (1.50%) 33 (1.54%) 219 (1.94%) 98 (1.54%) 1292 (1.34%) 22 (1.47%)
Osteoporosis 17 (3.17%) 75 (3.50%) 154 (1.31%) 153 (2.49%) 2872 (3.03%) 53 (3.48%)
Osteoarthritis’ 18 (4.69%) 53 (3.42%) 305 (4.17%) 210 (4.64%) 2235 (3.69%) 49 (4,78%)
Rheumatoid arthritis 6 (1.20%) 21 (0.99%) 169 (1.51%) 138 (2.20%) 638 (0.66%) 17 (1.12%)
Intestinal polyps 6 (1.14%) 26 (1.27%) 185 (1.62%) 97 (1.53%) 1616 (1.73%) 14 (0.94%)
Lupus 0 (0.00%) 3 (0.13%) 20 (0.16%) 13 (0.20%) 126 (0.13%) 0O (0.00%)
Kidney stones? 3 (0.74%) 12 (0.69%) 35 (0.38%) 32 (0.64%) 277 (0.36%) 1 (0.08%)
Cataracts’ 23 (5.84%) 80 (5.25%) 429 (5.22%) 259 (5.36%) 4064 (6.08%) 59 (5.40%)
Pills for hypertension 25 (6.23%) 82 (5.27%) 425 (7.03%) 258 (5.21%) 3522 (4.78%) 53 (5.09%

! “Gallbladder discase” includes self-reports of both hospitalized and nen-hospitalized events.
? These outcomes have not been self-reported on all versions of Form 33. The annualized percentages are corrected for the different amounts of follow-up.
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Table 2.21

Baseline Characteristics of HRT Participants Enrolled in WHIMS

Data as of: August 31, 2001

HRT Participants
Without Uterus With Uterus
Total HRT Participants 10739 16608
Eligible HRT Population 4943 7302
Enrolled in WHIMS 2970 4556
% Enrolled of Total HRT 28% 27%
% Enrolled of Eligible 60% 62%
WHIMS Participants (N=2970) (N =4556)
Age at Screening
<70 1423 (47.9%) 2293 (50.3%)
70-74 1062 (35.8%) 1540  (33.8%)
75+ 485 (16.3%) 723 (15.9%)
Education
Missing 10 (0.3%) 21 (0.5%)
0-8 years 67 (2.3%) 68 (1.5%)
Some high school 213 (7.2%) 231 (5.1%)
High school diploma/GED 705 (23.7%) 945 (20.7%)
School after high school 1246 (42.0%) 1773 (38.9%)
College decgree or higher 729 (24.5%) 1518 (33.3%)
Ethnicity
White 2457 (82.7%) 4064 (89.2%)
Black 326 (11.0%) 216 4.7%)
Hispanic 84 (2.8%) 105 (2.3%)
American Indian 16 (0.5%) 10 (0.2%)
Asian/Pacific Islander 37 (1.2%) 91 (2.0%)
~ Other/Unspecified 50 (1.7%) 70 (1.5%)
Family Income
Missing 182 (6.1%) 275 (6.0%)
< $10,000 226 (7.6%) 197 (4.3%)
$10,000 - $19,999 649  (21.9%) 789 (17.3%)
$20,000 - $34,999 897  (30.2%) 1325 (29.1%)
$35,000 - $49,999 516 (17.4%) 930 {20.4%)
$50,000 - $74,999 324 (10.9%) 660 (14.5%)
$75,000 + 176 (5.9%) 380 (8.3%)
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Cognitive Function Screening Scores for HRT Participants Enrolled in WHIMS

Table 2.22

Data as of: August 31, 2001

HRT Participants
Without Uterus With Uterus
N F39 Score N F39 Score
Baseline
WHIMS 2939 4514
25th Percentile 92 94
Median 96 97
Non-WHIMS 633 888
25th Percentile o0 92
Median 95 926
Annual Visit 1
WHIMS 2794 4311
25th Percentile 94 95
Median 97 97
Non-WHIMS 1055 1606
25th Percentile 92 93
Median 95 96
Annual Visit 2
WHIMS 2613 4110
25th Percentile 94 95
Median 97 97.5
Annual Visit 3
WHIMS 2554 4024
25th Percentile 94 95
Median 97 98
Non-WHIMS 1668 2444
25th Percentile 92 93
Median 96 96
Annual Visit 4
WHIMS 1346 2090
25th Percentile 95 96
Median 97 98
Annual Visit 5
WHIMS 113 161
25th Percentile 93 96
Median 97 a8
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Table 2.23
Incidence of Probable Dementia in HRT Participants Enrolled in WHIMS

Data as of: August 31, 2001

Without Uterus | With Uterus All
Baseline
F19 Completed : 2939 4514 7453
Positive Screen 17 10 27
Diagnosis’ 0 0 0
PD 2 1 3
MCI 5 3 8
ND 10 6 16
Unknown 0 0 0
AVl
F39 Completed 2794 4311 7105
Positive Screen 79 . 87 166
Diagnosis' 0 0 0
PD 7 10 17
MCI 20 23 43
ND 39 44 83
Unknown i3 10 23
Deceased 0 1 1
AV2
F39 Completed 2613 4110 6723
Positive Screen 116 123 239
Diagnosis' 0 0 0
PD 8 14 22
MCI 33 41 74
ND 50 53 103
Unknown 25 15 40
AV3
F39 Completed 2554 4024 6578
Positive Screen 97 103 200
Diagnosis' 0 ' 0 0
PD 9 8 17
MCI 20 31 51
ND 28 23 51
Unknown 40 411 81
Deceased 0 1 1
AV4
F39 Completed 1346 2090 3436
Positive Screen 67 50 117
Diagnosis1 0 0 0
FD 13 12 25
MCI 8 4 12
ND 9 7 16
Unknown 37 27 64
AVS
F39 Completed 113 161 274
Positive Screen 9 5 14
Diagnosis’ ¢ 0 0
PD 3 1 4
MCI 1 0 1
ND 0 0 0
Unknown 5 4 9
Deceased 1 0 1

! Diagnoses:  PD — Probable Dementia
MCT — Minor Cognitive Impairment
ND ~ No Dementia
Unknown -- Refused phase 2/3 or materials are under review
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3.1

3.2

DM Component

Recruitment

Age and race/ethnicity-specific DM recruitment data are presented in Table 3.1. The age-specific
enrollment exceeded the design assumptions for ages 50-54, 55-59, and 60-69. For the age category
70-79, recruitment was lower than designed.

Adherence

Nutrient intake data for adherence monitoring are presented in Table 3.2 and Figure 3.1.

Studywide, the Food Frequency Questionnaire (FFQ) mean difference between Intervention and
Control women is 10.9% energy from fat at AV-1 decreasing to 8.1% at AV-7. The C-I difference
is slightly larger for women who were randomized later in WHI and were given reduced fat gram
goals (Table 3.3). This report presents nutrient intake comparisons for each racial/ethnic group
separately (Table 3.4). The C-I value in minority women is roughly 1-3 percentage points lower
compared to white women. All C-1analyses are based on only those women providing a food
frequency questionnaire at the designated visit. For example, missing data account for 11.5% of our
sample at AV-1 and 15.2% at AV-3. The overall C-I percent energy from fat is approximately 2 to
3 percentage points Jower than the design assumptions. Refer to Sections 3.7 and 3.8 for a
discussion of the impact of the C-I on study power and of the advanced adherence initiatives that are
underway.

As shown in Table 3.2 and Figure 3.1, for fruit and vegetable intake, the mean difference between
the arms of the trial remains about 1.3 more servings per day for Intervention vs. Control women.
Compared to Control women, Intervention women consumed almost 1 more serving per day of
grains at AV-1, decreasing to one-half serving at AV-7. Table 3.3 reports adherence among the
81% of women recruited after the fat gram goals were revised. Table 3.4 presents adherence by
race/ethnicity. Because of very sparse numbers, some of these results are highly variable.

Multivariate analyses were conducted to identify factors associated with C-I differences in percent
energy from fat based on FFQs collected in the past year and controlling for visit year and clinic
effect (Table 3.5). The only participant characteristics that are consistently associated with a lower
C-1 difference was being older than age 60-69 (p<0.05) or being Black compared to White {p<0.05).
DM Participants randomized to HRT were also significantly more adherent than non-HRT
participants. Separate analyses were conducted to examine session attendance, completion, and fat
score provision variables in relation to C-I because these measures are highly correlated. For
example, self-monitoring scores are almost always provided at sessions, and therefore session
attendance (and completion) is closely associated with self-monitoring. Session attendance,
completion, and self-monitoring are all significantly associated with much higher (i.e., better) C-I
values.

Body weight data are presented in Table 3.6. The difference in body weight between Control and
Intervention participants at AV-1 was almost 2 kg, decreasing to 0.4 kg at AV-7. Participants with
revised fat gram goals have maintained a C-1 difference of 0.9 kg at AV-6. From a trend
perspective, these results are consistent with changes in energy intake estimated with the FFQ. The
body weight data by race/ethnicity show that American Indians on the Intervention have maintained
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3.4

the same mean weight for four years, while the control arm has gained 4-5 kg, producing marginally
significant differences. Hispanic woimen in the Intervention group were heavier at baseline and this
difference has continued. No trend in weight changes is seen for Black/African Americans.

Tables 3.7-3.8 give reasons for stopping DM categorized by general type and stratified by age and
race/ethnicity. Overall, the major reasons for stopping given by participants were family
responsibilities (13.5%), demands of work (11.6%), and issues of interest in the study (10.5%).
Issues specifically related to the DM intervention were seldom mentioned. The age and
race/ethnicity stratified analyses are new to this report, but have sparse numbers and may be
confounded by other factors, and therefore should be interpreted cautiously. These data suggest that
older participants were less likely to indicate that they were stopping due the demands of work, but
were also less likely to stop the DM intervention because of issues related to interest in the study or
because it was too far to the CC. Compared to the other groups, Hispanic/Latio. women were most
likely to indicate that they were stopping intervention because of family demands, but less likely to
stop intervention because of interest in the study. Black/African American women were most likely
to stop DM becanse of demands of work and whites women were most likely to indicate that they
were stopping DM because it was too far to the CC.

Blood Specimen and Bone Density Analyses

Tables 3.9-3.10 present the results of blood specimen analyses from a small (4.3%) cohort of DM
women selected randomly at baseline for these prospective analyses. This subsample incorporated
oversampling of minoritics. The results shown in Table 3.9 are weighted to reflect the overall WHI
distribution of race/ethnicity. Table 3.10 presents analysis by race/ethnicity. Differences between
baseline and AV-1 are mostly modest, with reductions of approximately 5% in LDL cholesterol and
about 3% in total cholesterol for Intervention and Control women combined. There are no
substantial changes in HDL-cholesterol or triglycerides in the combined groups. Blood specimen
analyses are presented by race/ethnicity group and appear to be consistent with the dietary data. For
example, LDL cholesterol reductions averaged 7% in Asian/Pacific Islander women and 5% in
white women but are slightly lower among other groups (4% in Hispanic/Latinas and American
Indian/Alaskan Native women and 3% in Blacks/African American). Note that baseline and AV-1
specimens were batched together for concurrent analyses by Medical Research Labs.

Tables 3.11-3.12 present blinded bone mineral density data from the DM bone density subsample
overall and by race/ethnicity. Changes from baseline to AV-1 or AV-3 are interesting with
increases in mean bone mineral density in the whole body scan as well as the spine and hip scan.

An increase in BMD was not expected from this intervention. Possible reasons for this observation

include use of calcium supplements and/or HRT, selection of health-conscious women, incomplete
BMD data (12.6% missing at AV-3), or measurement issues.

Adherence to Follow-up

Table 3.13 summarizes adherence to follow-up contacts by treatment arm and contact type. Follow-
up participation has been roughly equivalent in the two arms. The acceptable adherence rates
specified by the Steering Committee for collection of outcome data are 90% at AV-1, with a decline
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3.5

3.6

3.7

of no more than 1% per year, going no lower than 85%. WHI adherence rates are above those rates
for all annual visits.

Vital Status

Table 3.14 presents data on the vital status and the participation status of participants in the DM
trial. A detailed description of CCC and clinic activities to actively locate participants who do not
complete their periodic visits is given in Section 5 — Qutcomes. For operational purposes, we define
CT participants to have an “unknown™ participation status if there is no outcomes information from
the participant for 18 months and no other contacts for 6 months. Currently, about 3.3% of the DM
participants are lost-to-follow-up or have stopped follow-up (an increase of 0.1% compared to the
Spring 2001 report), and 2.0% of the participants are known to be deceased. Virtually all of the
remaining participants have completed a Form 33 — Medical History Update in the last 18 months.
The design assumed that 3% per year would be lost-to-follow-up or death. Currently, the average
follow-up for DM participants is about 4.7 years, suggesting that approximately 13.3% could be
expected to be dead or lost-to-follow-up. Our overall rates compare favorably to design
assumptions.

QOutcomes

Table 3.15 contains counts of the number of locally verified major WHI outcomes for DM
participants by race/ethnicity and age. Approximately 5% of the self-reported outcomes have not
yet been verified, so the numbers in this table can be seen as a lower bound to the actual number of
outcomes that have occurred. Compared to the design assumptions, we have observed almost 100%
of the expected number of breast cancers, 75% of the expected number of colorectal cancers, about
60% of the expected number of CHD events, and about 30% of the expected number hip fractures.

Table 3.16 contains counts of the number of self-reports for some outcomes that are not
locally verified in WHI. As most of the locally verified outcomes are somewhat over

reported (see Section 6.3 — Quicomes Data Quality), the number in this table should be
taken as an upper bound to the number of events that have occurred in DM participants.

Power Considerations

The power under the design assumptions and under revised assumptions based on observed
adherence and overall incidence rates through February 28, 2001 are shown in Table 3.17. While
the observed Comparison - Intervention (C-T) differences represent a substantial achievement, they
fall short of the assumptions of 13% C-I at AV-1 and subsequent decline of 0.25% per year. The
lower than anticipated value of C-1at AV-1 will reduce the overall power of the study, but the size
of the impact depends on the degree of adherence throughout the remaining years of follow-up.
Under design assumptions, the study had 86% power for breast cancer and 90% for colorectal
cancer. A second scenario assumes that the C-1 starts at 11% but stays at 9% throughout the
remaining follow-up. Using the final sample size and age distribution of DM participants, 8.5 years
of average follow-up, and observed control rates for years 1-5 with adjustment toward design
assumptions thereafter; the study is estimated to have 67% power for breast cancer and 60% power
for colorectal cancer. We note that the intervention effect modeling for design considerations was
based on percent of energy from fat. Other changes associated with the low fat eating pattern (e.g.,
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in fruits, vegetables, and grains) would likely improve the power as these changes may have
additional, complementary prevention effects.

3.8 Issues

As noted above, the C-1 difference is less than the design assumptions. The WHI investigators and
staff bave undertaken a number of activities addressing adherence. In summer 1999, the DM
Intervention incorporated an Intensive Intervention Program (IIP) that consisted of interviews using
motivational enhancement techniques. Nutritionists targeted “medium adherers,” defined as women
who are attending some sessions but not meeting their fat gram goal or not self-monitoring (about
40% of intervention women). This protocol was completed on March 30, 2001. A preliminary
evaluation of the IIP among intervention participants indicated that these contacts had a positive
effect on fat intake among medium adherers. Specifically, when examining change (increases) in fat
intake from AV-1 to most recent data collection, participants who received IIP contact had an
increase in fat intake that was 0.75 percentage points less (i.e., had less slippage) than intervention
women who did not receive IIP (p<0.05).

Currently all intervention woman are participating in a Targeted Message Campaign (TMC). The
campaign began with a 2000 Fall/Winter Kickoff Newsletter to raise awareness and excitement.
Starting in January 2001, participants receive a mailing introducing five themes to help them
rediscover their intrinsic motivation(s) for participating in WHL This first mailing is followed by a
motivational enhancement phone call that supports participants in the process of identifying their

- primary motivation. Finally, based on information collected on the call, a second targeted mailing
allows a woman to select an action consistent with her readiness to enhance her intervention
adherence. This campaign will be completed at the end of 2001.

A Dietary Modification Working Group is developing a new initiative called the Personalized
Evaluation of Fat Intake (PEFI). This intervention will use tailored, food-based, feedback to
facilitate dietary goal setting for participants. The dietary assessment will be performed using a
specially designed tool that focuses on usual fat-intake over past 4 weeks. After scanning,
computerized algorithms will provide printed, individualized feedback on estimated grams of fat
consumed (by foods) and food-specific behavioral change suggestions. The dietary questionnaire
will be administered during summer 2002 group sessions. The written feedback will be provided
and reinforced in Fall 2002 group sessions. CCs will conduct individual follow-up of group non-
attendees by phone and mail.
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Table 3.1
Dietary Modification Component Age — and Race/Ethnicity — Specific Recruitment

Data as of: August 31, 2001

Total % of Overall Design

Randomized Goal Distribution Assumption

Age 48,836

50-54 6961 149% 14% 10

55-59 11042 118% 23% 20

60-69 22715 108% 47% 45

70-79 8118 70% 17% 25
Race/Ethnicity 48,836

American Indian 202 <1%

Asian 1105 2%

Black 5262 11%

Hispanic 1845 4%

White 39763 81%

Other/Unspecified 659 1%
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Table 3.2
Nutrient Intake Monitoring

Data as of: August 31, 2001

Intervention Control Difference
N Mean sSD N Mean SDh Mean' SE p-value2
% Energy from Fat
FFQ Baseline 19542 388 5.0 | 29294 38.8 5.0 0.0 0.0 0.83
FFQ Year 1° 18094 252 7.5 | 26762 36.1 6.9 10.9 0.1 0.00
FFQ Year 2* 5919 26.3 7.6 8654 36.3 7.0 99 0.1 0.00
FFQ Year 3° 3208 27.6 7.9 4856 37.3 7.1 9.7 0.2 0.00
FFQ Year 4° 4244 28.3 8.1 6642 37.6 7.1 9.3 0.1 0.00
FFQ Year 57 3245 28.6 83 4965 377 7.4 92 0.2 0.00
FFQ Year 6° 2014 292 8.0 3045 374 7.2 32 0.2 0.00
FFQ Year 7° 641 204 8.1 1000 375 6.8 8.1 04 0.00
4DFR Bascline 892 328 64 1351 33.0 6.8 0.2 03 0.54
4DFR Year 1 8035 21.7 7.3 1171 329 6.8 11.3 03 0.00
24 Hr Recall, Post-baseline 226 23.0 9.2 262 321 7.6 9.2 0.8 0.00
24 Hr Recall, Year 1 221 224 7.8 268 32.6 7.1 10.2 0.7 0.00
24 Hr Recall, Year 2 214 238 97 244 325 8.0 87 0.8 0.00
24 Hr Recall, Year 3 179 25.1 9.1 217 334 8.5 8.2 09 0.00
24 Hr Recall, Year 3 Cohort 762 24.8 8.5 1138 33.1 7.6 8.3 0.4 0.00
24 Hr Recall, Year 4 129 25.2 89 149 331 9.0 7.9 1.1 0.00
24 Hr Recall, Year 5 42 275 9.5 87 334 8.0 5.9 1.6 0.00
24 Hr Recall, Year 6 28 289 124 26 35.2 8.1 6.3 2.9 0.03
24 Hr Recall, Year 6 Cohort 150 26.0 8.9 258 330 7.8 7.0 0.8 0.00
Total Energy (kcal) :
FFQ Baseline 19542 1789 713 | 29294 1789 707 0 6.6 0.93
FFQ Year ] 18094 1474 534 | 26762 1584 642 110 5.8 0.00
FFQ Year 2 5919 1480 535 8654 1576 625 96 10.0 0.00
FFQ Year 3 3208 1476 537 4856 1572 644 96 13.7 0.00
FFQ Year 4 4244 1445 529 6642 1568 639 123 11.8 0.00
FFQ Ycar 5 3245 1473 533 4965 1576 644 103 13.6 0.00
FFQ Year 6 2014 1450 543 3045 1535 627 85 17.1 0.00
FFQ Year 7 641 1489 528 1000 1574 647 85 30.5 0.11
4DFR Bascline 892 1707 454 1351 1713 459 6 19.7 0.79
4DFR Year 1 805 1423 356 1171 1627 447 204 18.9 0.00
24 Hr Recall, Post-baseline 226 1520 418 262 1653 516 133 43.0 0.00
24 Hr Recall, Year 1 221 1482 418 268 1636 477 154 41.0 0.00
24 Hr Recall, Year 2 214 1435 430 244 1604 523 168 45.1 0.00
24 Hr Recal, Year 3 179 1455 426 217 1603 511 148 47.9 0.00
24 Hr Recall, Year 3 Cohort 762 1432 391 1138 1593 462 161 213 0.00
24 Hr Recall, Year 4 129 1499 399 149 1509 468 11 52.6 0.86
24 Hr Recall, Year 5 42 1470 534 87 1626 512 155 97.6 0.08
24 Hr Recall, Year & 28 1435 384 26 1557 430 122 110.8 0.25
24 Hr Recall, Year 6 Cohort 150 1435 381 258 1548 481 113 459 0.05
{continues)

! Absolute difference.

2 P.values based on testing in the natural log scale except for % Energy from fat.
3 4952 (27%) Intervention women had <=20% energy from fat at year 1.

41267 (21%) Intervention women had <=20% encrgy from fat at year 2.

% 566 (18%) Intervention women had <=20% energy from fat at year 3.

$ 687 (16%) Intervention women had <=20% encrgy from fat at year 4.

? 501 (15%) Intervention women had <=20% energy from fat at year 5,

¥ 226 (11%) Intervention women had <=20% cnergy from fat at year 6,

? 68 (11%) Intervention women had <=20% energy from fat at year 7.
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Table 3.2 (continued)
Nutrient Intake Monitoring

Data as of: August 31, 2001

Intervention Control Difference
N  Mean SD N Mean SD | Mean' SE p-value®

Total Fat (g}
FFQ Baseline 19542 77.9 353 | 29294 77.8 34.7 0.0 0.3 0.87
FFQ Year 1 18094 41.5 21.8 | 26762 64.5 31.8 23.0 03 0.00
FFQ Year 2 5919 435 223 86354 64.5 313 21.0 0.5 0.00
FFQ Year 3 3208 458 23.7 4856 66.1 32.5 20.3 0.7 0.00
FFQ Year 4 4244 45.8 235 6642 66.3 32.4 20.5 0.6 0.00
FFQ Year 5 3245 47.3 24.6 4965 67.0 33.2 19.8 0.7 0.00
FFQ Year 6 .| 2014 47.2 234 3045 64.6 31.8 17.4 0.8 0.00
FFQ Year 7 641 493 26.7 1000 66.6 33.1 17.3 1.6 0.00
4DFR Baseline 892 63.0 23.6 1351 63.8 24.6 0.8 1.0 0.71
4DFR Year 1 805 34.1 14.5 1171 604 235 26.4 0.9 0.00
24 Hr Recall, Post-baseline 226 39.6 21.9 262 60.5 26.9 209 2.2 0.00
24 Hr Recall, Year 1 221 36.9 17.1 268 60.6 25.1 23.7 2.0 0.00
24 Hr Recall, Year 2 214 38.8 226 244 59.3 27.2 20.6 2.4 0.00
24 Hr Recall, Year 3 179 41.1 203 217 60.9 28.0 19.7 2.5 0.00
24 Hr Recall, Year 3 Cohort 762 39.9 18.8 1138 60.1 25.8 20.2 1.1 0.00
24 Hr Recall, Year 4 129 422 20.3 149 572 26.3 14.9 2.9 0.00
24 Hr Recall, Year 5 42 46.0 26.1 87 61.9 28.0 16.0 52 0.00
24 Hr Recall, Year 6 28 45.8 21.8 26 62.4 28.6 16.7 6.9 0.01
24 Hr Recall, Year 6 Cohort 150 41.6 19.2 258 58.3 257 16.7 2.4 0.00

Saturated Fat (g)
FFQ Baseline 19542 274 13.4 | 29294 27.3 13.2 0.1 0.1 0.85
FFQ Year 1 18094 4.2 8.1 | 26762 22.5 119 34 0.1 0.00
FFQ Year 2 5919 14.8 8.2 8654 22.5 11.7 7.7 0.2 0.00
FFQ Year 3 3208 155 89 4856 23.0 12.2 15 03 0.00
FFQ Year 4 4244 15.6 87 6642 232 12.3 7.6 0.2 0.00
FFQ Year 5 3245 16.1 9.2 4965 235 12.7 7.4 0.3 0.00
FFQ Year 6 2014 16.0 8.5 3045 227 12.2 6.7 0.3 0.00
FFQ Year 7 641 17.0 10.0 1000 23.6 12.8 6.5 0.6 0.00
4DFR Baseline 892 20.6 8.9 1351 209 9.3 0.3 04 0.72
4DFR Year 1 805 10.6 52 117 19.5 83 90 03 0.00
24 Hr Recall, Post-baseline 226 12.9 79 262 20.1 9.6 7.2 08 0.00
24 Hr Recall, Year 1 221 11.7 6.2 268 20.1 10.1 8.4 0.8 0.00
24 Hr Recall, Year 2 214 12.3 8.2 244 19.5 99 7.2 0.9 0.00
24 Hr Recall, Year 3 179 13.7 7.6 217 204 10.9 6.7 1.0 0.00
24 Hr Recall, Year 3 Cohort 762 12.4 6.8 1138 19.8 9.4 7.4 04 0.00
24 Hr Recall, Year 4 129 13.6 7.7 149 19.2 10.6 5.6 1.1 0.00
24 Hr Recall, Ycar 5 42 14.3 1.7 87 215 10.5 7.2 1.8 0.00

| 24 Hr Recall, Year 6 28 14.8 6.2 26 22.3 129 7.6 2.7 0.00
24 Hr Recall, Year 6 Cohort 150 13.3 6.6 258 19.8 10.0 6.5 0.9 0.00
(continnes)
|
! Absolute difference.

‘ ? P-values based on testing in the natural log scale except for % Energy from fat.
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Table 3.2 (continued)
Nutrient Intake Monitoring

Data as of: August 31, 2001

Intervention Control Difference
N Mean  SD N Mean SD | Mean' SE p-value’
Polyunsaturated Fat (g)
FFQ Baseline 19542 15.3 7.7 | 29294 15.3 7.6 0.0 0.1 0.78
FFQ Year 1 18094 7.9 4.4 | 26762 12.5 6.7 4.6 0.1 0.00
FFQ Year 2 5919 83 45 8654 12.4 6.5 4.1 0.1 0.00
FFQ Year 3 3208 8.8 47 4856 12.8 6.8 4.0 0.1 0.00
FFQ Year 4 4244 89 4.3 6642 12.8 6.7 39 0.1 0.00
FFQ Year 5 3245 9.1 5.1 4965 13.0 6.9 3.8 0.1 0.00
FFQ Year 6 2014 9.3 5.0 3045 12.4 6.4 3.2 0.2 0.00
FFQ Year 7 641 94 5.5 1000 12.7 6.7 33 0.3 0.00
4DFR Baseline 892 13.1 58 1351 13.5 6.1 03 0.3 0.40
4DFR Year 1 805 1.4 34 1171 12.7 6.2 53 0.2 0.00
24 Hr Recall, Post-bascline 226 8.3 50 262 12.6 7.3 43 0.6 0.00
24 Hr Recall, Year 1 221 7.8 44 268 12.4 6.3 4.7 0.5 0.00
24 Hr Recall, Year 2 214 8.3 57 244 12.5 7.6 42 0.6 0.00
24 Hr Recall, Year 3 179 84 5.0 217 12.4 6.5 11 0.6 0.00
24 Hr Recall, Year 3 Cohort 762 87 4.6 1138 12.3 6.9 36 0.3 0.00
24 Hr Recall, Year 4 129 39 49 149 11.6 7.2 26 0.7 0.00
24 Hr Recall, Year 5 42 9.7 7.5 87 12.1 9.0 24 1.6 0.04
24 Hr Recall, Year 6 28 92 6.1 26 12.0 6.4 2.8 1.7 0.02
24 Hr Recall, Year 6 Cohort 150 B9 438 258 11.7 6.0 2.8 0.6 0.00
Fruits and Vegetables (servings)
FFQ Baseline : 19471 36 1.8 | 29216 36 1.8 0.0 0.0 0.69
FFQ Year 1 18013 5.1 2.3 | 26680 39 2.0 1.2 0.0 0.00
FFQ Year 2 5896 5.1 2.4 8622 39 2.0 1.2 0.0 0.00
FFQ Year 3 3202 52 2.5 4843 3.9 2.0 13 0.1 0.00
FFQ Year 4 4234 52 25 6630 38 2.0 1.3 0.0 0.00
FFQ Year 5 3223 52 2.5 4942 39 2.1 1.3 0.1 0.00
FFQ Year 6 1998 51 2.5 3029 3.8 2.0 1.3 0.1 0.00
FFQ Year 7 634 5.1 2.4 908 39 2.0 1.3 0.1 0.00
Grain Servings (Not including
desserts/pastries)
FFQ Baseline 19469 4.7 2.5 | 29214 . 4.8 2.5 0.0 0.0 042
FFQ Year 1 183009 5.1 2.7 | 26670 4.2 2.3 0.8 0.0 0.00
FFQ Year 2 5895 49 2.5 8616 4.1 2.2 08 0.0 0.00
FFQ Year 3 3201 4.6 2.5 4838 4.0 2.2 07 0.1 0.00
FFQ Year 4 4231 4.4 24 6618 3.9 2.2 0.5 0.0 0.00
FFQ Year 5 3221 44 23 4937 39 22 0.5 0.1 0.00
FFQ Year 6 1998 44 2.5 3027 38 2.1 0.6 0.1 0.00
FFQ Year 7 634 44 2.2 998 3.9 2.1 0.5 0.1 0.00

! Absolute difference. .
* P.values based on testing in the natural log scale except for % Energy from fat.
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Figure 3.1
Nutrient Intake: % Energy from Fat'
Data as of: August 31, 2001
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! Baseline % energy from fat values are about 3% higher in both groups due to the usc of FFQ % energy from fat as an exclusionary criterion during screening.
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Figure 3.1 (continued)
Nutrient Intake
Data as of: August 31, 2001
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Table 3.3
Nutrient Intake Monitoring For Women With Revised Fat Gram Goals’

Data as of: August 31, 2001

Intervention Control Difference
‘ N Mean SD N Mean SD | Mean® SE p-value’
% Energy from Fat
FFQ Baseline 15862 38.8 5.0 | 23753 38.8 5.0 0.0 0.1 047
FFQ Year 1 14667 253 76 | 21754 36.2 69 | 109 0.1 0.00
FFQ Year 2 4862 265 1.7 6992 36.6 7.0 | 101 0.1 0.00
FFQ Year 3 2790 279 - 8.0 4312 37.5 7.1 9.7 0.2 0.00
FFQ Year 4 3914 283 8.2 6156 37.7 7.1 9.4 0.2 0.00
FFQ Year 5 2787 286 8.4 4280 37.8 74 9.2 02 0.00
FFQ) Year 6 374 20.1 8.3 455 317 7.4 8.5 0.5 0.00
4DFR Baseline 691 324 6.5 1038 33.0 6.9 0.6 0.3 0.06
4DFR Year 1 622 21.6 7.5 892 33.1 69 | 115 04 0.00
24 Hr Recall, Post-baseline 186 234 94 205 321 17 8.7 0.9 0.00
24 Hr Recall, Year 1 172 22.1 7.8 200 32.7 7.6 | 10.6 08 0.00
24 Hr Recall, Year 2 177 23.6 94 183 325 80 89 0.9 0.00
24 Hr Recall, Year 3 130 24.7 9.2 155 327 8.6 8.0 1.1 0.00
24 Hr Recall, Year 3 Cohort 593 248 8.5 883 333 7.8 85 0.4 0.00
24 Hr Recall, Year 4 87 246 92 89 33.7 9.9 92 1.4 0.00
24 Hr Recall, Year 5 12 31.0 10.0 26 35.0 7.9 4.1 3.0 0.23
Total Energy (kcal)
FFQ Baseline 15862 1780 701 | 23753 1786 706 7 7.2 0.47
FFQ Year 1 14667 1468 533 | 21754 1588 644 120 6.4 0.00
FFQ Year 2 4862 1470 537 6992 1578 628 107 111 0.00
FFQ Year 3 2790 1471 533 4312 1575 646 104 14.7 0.00
FFQ Year 4 3914 1439 529 6156 1569 642 130 12.3 0.00
FFQ Year 5 2787 1471 538 4280 1577 650 106 14.8 0.00
FFQ Year 6 374 1440 584 455 1504 580 64 40.6 0.10
4DFR Baseline 691 1688 455 1038 1713 469 25 22.7 0.30
4DFR Year | 622 1405 362 892 1621 447 | 216 21.6 0.00
24 Hr Recall, Post-baseline 186 1499 418 205 1640 524 141 48.3 0.00
24 Hr Recall, Year 1 172 1477 424 200 1654 489 177 479 0.00
24 Hr Recall, Year 2 177 1425 427 183 1583 499 158 49.0 0.01
24 Hr Recall, Year 3 130 1456 444 155 1553 510 97 57.2 0.10
24 Hr Recall, Year 3 Cohort 593 1421 388 883 1574 493 154 24.1 0.00
24 Hr Recall, Year 4 87 1484 400 89 1481 467 3 65.6 0.73
24 Hr Recall, Year 5 12 1548 800 26 1750 537 | 202 219, 0.22
(continues)

! Defined as women randomized after 6/15/95.
% Absolule difference.
3 P-values based on testing in the natural log scale except for % Energy from fat.
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Table 3.3 (continued)
Nutrient Intake Monitoring For Women With Revised Fat Gram Goals’

Data as of: August 31, 2001

Intervention Control Difference
N Mean sD N Mean SD Mean® SE p-value®
Total Fat (g)
FFQ Baseline 15862 774 346 | 23753 77.6 346 0.1 04 0.63
FFQ Year } 14667 41.7 22.0 | 21754 64.9 32.0 | 232 0.3 0.00
FFQ Year 2 4862 43.5 228 6992 65.0 315 | 21.5 0.5 0.00
FFQ Year 3 2790 46.0 237 4312 66.5 32.7 | 206 0.7 0.00
FFQ Year 4 3914 45.6 235 6156 66.6 32.6 | 21.0 0.6 0.00
FFQ Year 5 2787 47.3 249 4280 - 67.2 334 | 199 0.7 0.00
FFQ Year 6 374 47.1 257 455 64.0 306 | 169 2.0 0.00
4DFR Baseline 691 61.6 234 1038 63.8 25.1 2.2 1.2 0.12
4DFR Year 1 622 336 14.9 892 60.5 239 | 27.0 1.1 0.00
24 Hr Recall, Post-baseline 186 39.7 221 205 60.2 277 | 205 2.5 0.00
24 Hr Recall, Year 1 172 36.1 16.3 200 61.5 254 | 254 23 0.00
24 Hr Recall, Year 2 177 38.2 22.2 183 58.4 260 | 20.2 2.6 0.00
24 Hr Recall, Year 3 130 40.7 21.1 155 57.6 27.0 | 169 2.9 0.00
24 Hr Recall, Year 3 Cohort 593 39.6 18.7 883 599 26.1 | 203 1.2 0.00
24 Hr Recall, Year 4 87 41.2 21.6 89 57.1 272 | 159 37 0.00
24 Hr Recall, Year 5 12 56.0 38.1 26 70.5 35.1 14.6 12.6 0.14
Saturated Fat (g)
FFQ Bascline 15862 27.2 13.2 | 23753 27.2 13.1 §. 0.0 0.1 0.81
FFQ Year 1 14667 14.2 B.1 | 21754 226 11.9 85 0.1 0.00
FFQ Year 2 4862 14.8 84 6992 22.7 11.8 79 0.2 0.00
FFQ Year 3 2790 15.6 9.0 4312 23.1 12.3 1.5 0.3 0.00
FFQ Year 4 3914 155 8.7 6156 233 12.4 7.8 0.2 0.00
FFQ Year 5 2787 16.1 93 4280 236 12.8 7.5 0.3 0.00
FFQ Year 6 374 15.8 9.4 455 224 12.0 6.5 0.8 0.00
4DFR Baseline 691 20,0 88 1038 20.8 9.5 0.8 0.5 0.16
4DFR Year 1 622 10.3 5.3 892 19.3 8.3 9.0 0.4 0.00
24 Hr Recall, Post-baseline 186 13.0 8.0 205 200 9.7 7.0 0.9 0.00
24 Hr Recall, Year 1 172 11.3 59 200 204 10.2 9.1 0.9 0.00
24 Hr Recall, Year 2 177 12.0 82 183 19.0 9.2 7.0 0.9 0.00
24 Hr Recall, Year 3 130 13.5 79 155 19.2 10.9 5.7 1.1 0.00
24 Hr Recall, Year 3 Cohort 593 12.2 6.8 883 19.7 9.4 1.5 0.5 0.00
24 Hr Recall, Year 4 87 13.1 83 89 18.9 104 59 14 0.00
24 Hr Recall, Year 5 12 16.9 9.7 20 - 240 114 7.1 3.8 0.06
(continues)

! Defined as women randomized after 6/15/95,
2 Absolute difference.
* P-values based on testing in the natural log scale except for % Energy from fat.
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Table 3.3 (continued)
Nutrient Intake Monitoring For Women With Revised Fat Gram Goals'

Data as of: August 31, 2001

Intervention Control Difference
N Mean SD N Mean SD | Mean® SE p-valué
Polyunsaturated Fat (g)
FFQ Baseline 15862 15.1 74 | 23753 15.1 74 | 0.0 0.1 056
FFQ Year 1 14667 79 44 | 21754 12.5 6.7 | 4.6 0.1 0.00
FFQ Year 2 4862 83 4.6 6992 12.5 6.6 | 42 0.1 0.00
FFQ Year 3 2790 8.9 4.7 4312 12.9 6.8 | 4.1 0.1 .00
FFQ Year 4 3914 8.9 4.8 6156 129 6.7 | 4.0 0.1 .00
FFQ Year 5 2787 92 52 4280 13.0 70 | 38 0.2 0.00
FFQ Year 6 374 9.2 53 455 12.5 6.2 | 33 04 0.00
4DFR Baseline 691 12.3 57 1038 13.5 63 | 07 0.3 0.06
4DFR Year 1 622 7.4 35 892 12.9 65 | 55 0.3 0.00
24 Hr Recall, Post-baseline 186 8.3 5.1 205 12.4 74 | 41 0.6 0.00
24 Hr Recall, Year 1 172 7.6 43 200 126 62 | 49 0.6 0.00
24 Hr Recall, Year 2 177 83 54 183 12.2 73 | 4.0 0.7 0.00
24 Hr Recall, Year 3 130 82 5.1 155 11.7 6.1 35 0.7 0.00
24 Hr Recall, Year 3 Cohert 593 8.7 45 883 12.2 69 I 35 03 0.00
24 Hr Recall, Year 4 87 89 52 89 12.1 8.1 3.2 1.0 0.00
24 Hr Recall, Year 5 12 11.6 12.1 26 154 142 | 3.8 4.7 0.19
Fruits and Vegetables (servings)
FFQQ Baseline 15821 3.6 1.8 | 23707 36 1.9 | 00 0.0 0.64
FFQ Year | 14618 5.0 24 | 21698 39 2.0 1.2 0.0 0.00
FFQ Year 2 4847 5.1 2.4 6974 3.9 20 1.2 0.0 0.00
FFQ Year 3 2787 52 25 4307 39 2.0 1.3 0.1 0.00
FFQ Year 4 3907 52 2.5 6151 3.8 201 14 0.0 0.00 -
FFQ Year 5 2767 52 25 4262 3.9 2.1 1.3 0.1 0.00
FF(Q Year 6 373 5.1 2.7 453 38 2.0 1.3 02 0.00
Grain Servings (Not including '
desserts/pastries)
FFQ Baseline 15819 4.7 2.5 | 23705 4.3 25 | 00 0.0 0.20
FFQ Year 1 14614 5.0 2.6 | 21689 4.2 2.3 0.8 0.0 0.00
FFQ Year 2 4846 4.8 2.5 6969 4.1 22 1 07 0.0 0.00
FFQ Year 3 2786 4.6 25 4302 4.0 22 | 06 0.1 0.00
FFQ Year 4 3904 4.4 24 6141 39 22 | 05 0.0 0.00
FFQ Year 5 2765 44 23 4259 39 22 | 05 0.1 0.00
FFQ Year 6 373 43 2.4 451 3.7 20 | 0.6 (0.2 0.00

! Defined as women randomized after 6/15/95,
Z Absolute difference,
¥ P-values based on testing in the natural log scale except for % Energy from fat.
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Table 3.4
Nutrient Intake Monitoring in American Indian/Alaskan Native Women’
Data as of: August 31, 2001
Intervention Control Difference
N Mean SD N Mean SD Mean’? SE  p-value’
% Energy from Fat
FFQ Baseline 88 39.5 57 114 40.0 52 0.5 0.8 0.4%
FFQ Year 1* : 73 27.5 89 96 38.0 8.0 10.5 13 0.00
FFQ Year 2° 28 26.9 38 32 38.2 6.8 113 20 0.00
FFQ Year 3° 18 313 89 40 383 6.8 7.0 2.1 0.01
FFQ Year 4’ 23 30.3 9.3 28 39.9 7.6 96 24 0.00
FFQ Year 5° 15 283 8.1 13 38.2 6.8 99 2.8 0.00
FFQ Year 6° 6 34.5 7.7 11 37.6 6.6 3.1 35 0.43
4DFR Baseline 24 34.0 6.7 44 334 7.8 0.6 1.9 0.73
4DFR Year 1 18 205 6.2 32 34.6 7.4 14.2 2.1 0.00
Total Energy (kcal)
FFQ Baseline 88 1717 796 114 1772 718 54 106.8 042
FFQ Year 1 73 1631 690 96 1546 753 86 1128 052
FFQ Year 2 28 1508 566 32 1554 707 46 1669 095
FFQ Year 3 18 1520 614 40 1609 TN 89 191.8 075
FFQ Ycar 4 23 1441 479 28 1821 933 380 2148  0.09
FFQ Year 5 ' 15 1799 675 13 1354 759 445 2709  0.05
FFQ Year 6 6 1048 247 11 . 1882 509 834 2232 0.00
4DFR Baseline 24 1524 426 44 1672 607 148 139.7 0.47
4DFR Year 1 18 1284 419 32 1632 613 348 162.7 0.04
Total Fat (g)
FFQ Baseline 88 76.5 40.3 114 79.3 35.6 2.8 5.4 0.34
FFQ Year 1 73 50.3 29.6 26 67.1 43.6 16.8 59 0.00
FFQ Year 2 28 458 29.0 32 68.5 40.0 22.7 9.1 0.01
FFQ Year 3 18 56.6 35.4 40 69.7 35.4 13.1 10.0 0.17
FFQ Year 4 23 48.9 21.7 28 81.3 44 5 324 10.2 0.00
FFQ Year 5 15 56.9 274 13 60.2 42.5 33 133 0.98
FFQ Year 6 6 399 13.6 11 79.3 27.2 94 120 0.00
4DFR Basclinc 24 57.4 17.5 44 63.8 30.8 6.4 6.8 0.83
4DFR Year | 18 29.4 12.9 32 64.9 33.0 355 g.1 0.00

! Insufficient sample size for FFQ Year 7.

% Absolute difference,

*P-values based on testing in the natural log scale except for % Energy from fat.

*14 (19%) American Indian/Alaskan Native Intervention women had <=20% cnergy from fat at year 1,
*6 (21%) American Indian/Alaskan Native Intervention women had <=20% encrgy from fat at year 2.
1 (6%) American Indian/Alaskan Native Intervention women had <=20% energy from fat at year 3.
75 (22%) American Indian/Alaskan Native Intervention women had <=20% encrgy from fat at year 4.
¥ 2 (13%) American Indian/Alaskan Native Intesvention women had <=20% energy from fat at year 5,
71 (17%) American Indian/Alaskan Native Intervention women had <=20% energy from fat at year 6.
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Table 3.4 (continued)
Nutrient Intake Monitoring in American Indian/Alaskan Native Women'
Data as of: August 31, 2001
Intervention Control Difference
N____Mean _ SD N Mean _ SD | Mean’ SE __p.value
Saturated Fat (g)
FFQ Baseline 38 269 14.2 114 279 14.1 1.0 2.0 0.42
FEQ Year 1* 73 17.4 11.0 96 23.7 18.0 6.2 24 0.00
FFQ Year 2° 28 155 9.9 32 233 14.9 7.8 33 0.01
FFQ Year 3° 18 19.8 13.9 40 23.3 11.8 34 3.5 0.22
FFQ Year 4’ 23 17.2 84 28 283 16.6 11.2 38 0.00
FFQ Year 5° 15 20.2 12.2 13 22.0 18.2 1.8 58 0.92
FFQ Year 6° 6 13.0 5.6 11 27.9 13.0 15.0 56 0.1
4DFR Baseline 24 19.1 6.9 44 215 123 | 24 27 087
4DFR Year ] 18 9.0 42 32 21.0 109 12.0 2.7 0.00
Polyunsaturated Fat (g)
FFQ Baseline 38 15.2 9.5 114 15.3 7.6 0.1 1.2 0.48
FFQ Year 1 73 9.4 6.3 96 12.7 8.5 33 1.2 0.00
FFQ Year 2 28 89 6.6 32 14.0 8.8 51 2.0 0.01
FFQ Year 3 18 10.2 58 40 14.2 79 4.0 2.1 0.08
FFQ Year 4 23 9.3 47 28 15.6 8.9 6.3 2.1 0.00
FFQ Year 5 15 10.5 3.8 13 10.1 55 04 1.8 0.58
FFQ Year 6 6 79 3.0 11 15.3 55 74 2.5 0.01
4DFR Baseline 24 11.5 4.6 44 12.2 6.2 07 15 092
4DFR Year 1 18 6.9 3.8 32 13.6 9.6 6.7 24 0.00
Fruits and Vegetables (servings) ‘
FFOQ Bascline 88 35 2.0 114 30 16 0.4 0.2 0.23
FFQ Year 1 73 5.1 29 26 3.6 2.1 1.6 0.4 0.00
FFQ Year 2 28 5.2 33 32 33 1.6 1.9 0.7 0.05
FFQ Year 3 18 4.9 2.0 40 38 2.4 1.0 0.6 0.03
FFQ Year 4 23 5.1 3.1 28 4.0 2.1 14 0.7 0.25
FFQ Year 5 15 59 2.6 13 3.0 14 29 0.8 0.00
FFQ Year 6 6 3.6 2.6 11 4.0 2.2 0.4 1.2 0.58
Grain Servings (Not including
desserts/pastries)
FFO Baseline 88 45 2.5 114 4.7 2.7 02 04 049
FFQ Year 1 73 3.5 34 96 42 2.3 1.3 0.4 0.02
FFQ Year 2 28 55 3.0 32 43 29 13 0.8 0.15
FFQ Year 3 18 4.2 2.6 40 4.2 25 0.1 0.7 0.72
FFQ Year 4 23 42 2.2 28 45 28 03 0.7 0.72
FFQ Year 5 15 4.7 2.7 13 3.7 2.1 0.9 0.9 (.34
FFQ Year 6 6 3.1 1.7 11 6.0 1.9 30 0.9 0.01

! Insufficient sample size for FFQ Year 7.

% Absolute difference.

? P-values based on testing in the natural Jog scale except for % Energy from fat,

*14 (19%) American Indian/Alaskan Native Intervention wo
*6 (21%) American Indian/Alaskan Native Intervention wo

men had <=20% energy from fat at year 1.
men had «<=20% energy from fat at year 2.

51 (6%) American Indian/Alaskan Native Intervention women had <=20% energy from fat at year 3.

7 5 (22%) American Indian/Alaskan Native Intervention women had <=20% energy from fat at year 4.
¥ 2 (13%) American Indian/Alaskan Native Intervention women had <=20% energy from fat at year 5,
%1 (17%) American Indian/Alaskan Native Intervention women had <=20% energy from fat at year 6.
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Table 3.4 (continued)

Nutrient Intake Monitoring in Asian/Pacific Islander Women
Data as of: August 31, 2001

Intervention Control Difference
N Mean  SD N Mean__ SD | Mean' SE _ p-value’
% Energy from Fat
FFQ Baseline 431 -37.7 44 674 384 4.7 0.7 0.3 0.02
FFQ Year 1° 408 258 13 628 36.1 6.6 10.3 04 0.00
FFQ Year 2* 147 27.2 7.4 213 36.1 6.9 8.9 0.3 0.00
FFQ Year 3° 106 28.0 7.6 151 363 6.4 8.3 09 0.00
FFQ Year 4° 96 29.2 8.4 173 373 6.7 8.1 0.9 0.00
FFQ Year 5’ 80 27.3 7.8 107 36.8 7.4 9.4 1.1 0.00
FFQ Year 6° 15 273 6.6 28 394 5.0 12.1 1.8 0.00
FFQ Year 7° 5 274 9.8 6 36.5 6.0 9.1 4.8 0.12
4DFR Baseline 70 30.2 54 104 314 6.8 1.2 1.0 0.18
4DFR Year 1 68 21.5 7.6 88 31.6 5.8 10.1 1.1 0.00
Total Energy (keal)
FFQ Baseline 431 1700 723 674 1675 711 25 44.1 0.50
FFQ Year 1 408 1502 588 628 1524 636 22 39.2 0.94
FFQ Year 2 147 1512 637 213 1500 i 12 77.6 0.24
FEQ Year 3 106 1500 632 151 1418 584 82 76.6 0.28
FFQ Year 4 96 1488 619 173 1489 600 0 173 0.70
FFQ Year 5 30 1557 626 107 1425 538 132 85.3 0.13
FFQ Year 6 15 1614 565 28 1619 440 5 155.5 0.76
FFQ Year 7 5 1401 334 6 11711 148 230 168.8 0.28
4DFR Baseline 70 1683 400 104 1732 388 49 60.7 0.38
ADFR Year 1 68 1525 374 88 1620 397 95 62.5 0.12
Total Fat (p)
FFQ Baseline 431 71.9 34.1 674 72.2 34.8 0.4 2.1 0.99
FFQ Year 1 408 435 23.5 628 62.4 31.4 18.9 1.8 0.00
FFQ Year 2 147 46.1 24.7 213 61.1 35.6 15.0 34 .00
FFQ Year 3 106 473 282 151 57.8 28.0 10.5 3.6 0.00
FFQ Year 4 96 49.5 29.5 173 62.3 29.2 12.8 3.7 (.00
FFQ Year 5 30 48.8 29.2 107 58.3 243 94 39 0.00
FFQ Year 6 15 48.9 22.5 28 709 | 222 22.1 7.1 .00
FFQ Year 7 5 44.1 25.6 6 47.3 8.2 3.2 11.0 .51
4DFR Baseline 70 57.1 19.1 104 618 234 4.7 3.4 0.24
4DFR Year 1 68 36.6 17.4 28 57.6 19.9 21.0 3.0 0.00

! Absolute difference,

?p.values based on testing in the natural log scale except for % Energy from fat,

199 (24%) Asian/Pacific Islander Intervertion women had <=20% energy from fat at year 1.
424 (16%) Asian/Pacific Islander Intervention women had <=20% cnergy from fat at year 2.
*18 (17%) Asian/Pacific Islander Intervention women had <=20% energy from fat at year 3.
%12 (13%) Asian/Pacific Islander Intervention women had <=20% energy from fat at year 4,
713 (16%) Asian/Pacific Islander Intervention women had <=20% energy from fat at year 5.
® 1 (7%) Asian/Pacific Islander Intervention women had <=20% encrgy from fat at year 6.

® 2 (40%) Asian/Pacific Islander Intervention women had <=20% energy from fat at year 7,
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Table 3.4 (continued)
Nutrient Intake Monitoring in Asian/Pacific Islander Women

Data as of: August 31, 2001

Intervention Control Difference
N Mean SD N Mean SD | Mean' SE _ p-value’
Saturated Fat (g)
FFQ Baseline 431 22.8 12.0 674 229 12.0 0.1 0.7 0.94
FFQ Year 1° 408 13.5 8.0 628 19.6 10.8 6.0 0.6 0.00
FFQ Ycar 2* 147 14.3 8.5 213 19.3 11.9 5.0 1.1 0.00
FFQ Year 3° 106 14.8 10.2 151 18.1 9.8 3.3 1.3 0.00
FFQ Year 4° 96 15.5 10.4 173 19.6 94 4.1 1.2 0.00
FFQ Year 57 80 152 10.0 107 18.2 8.8 3.0 14 0.01
FFQ Year 6° 15 14.9 7.3 28 22.6 8.5 7.7 2.6 0.00
FFQ Year 7° 5 13.3 7.5 6 15.0 3.6 1.6 34 0.44
4DFR Baseline 70 17.2 7.1 104 18.8 8.4 1.7 1.2 0.26
4DFR Year 1 68 10.5 55 88 17.7 7.2 7.2 10 0.00
Polvunsaturated Fat (g)
FFQ Baseline 431 15.6 7.4 674 15.7 7.8 0.0 0.5 0.54
FFQ Year 1 408 9.1 5.0 628 13.6 7.2 45 0.4 0.00
FFQ Year 2 147 9.9 55 213 13.1 80 | 32 0.8 0.00
FFQ Year 3 106 10.0 5.7 151 12.1 6.1 2.1 0.8 0.00
FFQ Year 4 96 10.7 6.3 173 13.2 6.5 2.5 0.8 0.00
FFQ Year 5 80 10.6 7.9 107 12.7 5.3 2.1 1.0 0.00
FFQ Year 6 15 10.4 5.0 28 15.0 4.4 4.6 15 0.01
FFQ Year 7 5 9.6 5.8 6 8.7 2.3 0.9 2.5 0.98
4DFR Bascline 70 13.1 53 104 14.6 6.5 1.5 0.9 0.12
4DFR Year 1 68 8.8 44 88 12.9 59 4.1 0.9 0.00
Fruits and Vegetables (servings)
FFQ Baseline 429 3.4 1.7 674 33 1.9 0.1 0.1 026
FFQ Year 1 406 47 24 628 35 2.0 1.2 0.1 0.00
FFQ Year 2 146 43 27 213 34 19 1.4 0.2 0.00
FFQ Year 3 106 49 2.5 151 34 21-] 15 0.3 0.00
FFQ Yecar 4 95 47 2.3 173 33 19 1.4 0.3 0.00
FFQ Year 5 80 5.4 22 107 3.6 2.1 1.8 03 0.00
FFQ Year 6 15 58 2.9 28 3.8 1.8 2.1 0.7 0.10
FFQ Ycar 7 5 48 1.8 6 32 1.3 1.6 0.9 0.10
Grain Servings (Net including
desserts/pastries)
FFQ Bascline 429 5.0 2.6 674 4.8 23 0.2 0.1 043
FFQ Year | 406 58 2.7 628 45 2.2 1.3 02 0.00
FFQ Year 2 146 5.4 27 213 4.3 2.5 1.1 0.3 0.00
FFQ Year 3 106 5.1 24 151 42 2.2 09 0.3 0.01
FFQ Year 4 95 5.2 2.4 173 4.4 22 0.8 0.3 0.00
FFQ Year 5 80 5.3 2.4 107 42 20 1.2 0.3 0.00
FFQ Year 6 15 6.0 3.0 28 4.6 1.9 14 0.7 0.29
‘ FFQ Year 7 5 6.2 3.0 6 34 1.2 2.8 1.3 0.04

! Absolute difference.

? P-values based on testing in the natural log scale except for % Energy from fat.

99 (24%) Asian/Pacific Islander Intervention women had <=20% encrgy from fat at year 1,
*24 (16%) Asian/Pacific Islander Intervention women had <=20% energy from fat at year 2.
*18 (17%) Asian/Pacific Islander Intervention women had <=20% energy from fat at year 3.
¢ 12 (13%) Asian/Pacific Islander Intervention women had <=20% energy from fat at year 4.
" 13 (16%) Asian/Pacific Islander Intervention women had <=20% encrgy from fat at year 5.
£ 1 (7%) Asian/Pacific Islander Intervention women had <=20% encrgy from fat at year 6.

¥ 2 (40%) Asian/Pacific Islander Intervention women had <=20% energy from fat at year 7.
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Table 3.4 (continued)
Nutrient Intake Monitoring in Black/African American Women
Data as of: August 31, 2001
Intervention Control Difference
N ___ Men SD N Mean _ SD | Mean' SE  p-valué’
% Energy from Fat
FFQ Baseline 2135 397 53 3127 39.9 5.2 0.1 0.1 0.41
FFQ Year 1° 1858 280 8.4 2625 36.9 7.4 88 02 000
FFQ Year y 611 204 8.0 824 364 T4 1.0 0.4 0.00
FFQ Year 3° 347 293 7.8 507 38.2 7.2 8.9 0.5 0.00
FFQ Year 4° 387 301 1.9 620 37.6 74 7.5 0.5 0.00
FFQ Year 57 333 30.7 7.9 486 373 1.9 6.6 0.6 0.00
FFQ Year 6* 232 31.1 8.0 300 37.1 78 6.0 0.7 0.00
FFQ Year 7° 30 31.9 8.8 51 37.9 6.7 6.0 1.7 0.00
4DFR Baseline 243 34.0 6.7 371 342 6.9 0.2 0.6 0.76
4DFR Year | 219 23.5 1.9 307 34.2 7.0 10.8 0.7 0.00
Total Energy (keal)
FFO Baseline 2135 1744 827 3127 1739 835 5 23.3 0.72
FFQ Year 1 1858 1383 633 2625 1492 775 109 21.8 0.00
FFQ Year 2 611 1391 718 824 1450 725 58 38.5 0.32
FFQ Year 3 347 1390 632 507 1539 794 149 51.0 0.02
FFQ Year 4 387 1330 567 620 1443 740 113 44 0 0.05
FFQ Ycar 5 333 1353 593 486 1382 699 29 46.8 0.91
FFQ Year 6 232 1285 559 300 1378 720 93 573 0.33
FFQ Year 7 30 1409 535 51 1300 711 109 150.0 0.10
4DFR Bascline 243 1704 526 371 1651 478 |1 . 53 41.1 0.32
4DFR Year 1 219 1346 342 307 1585 482 239 38.0 0.00
Total Fat (g) ) :
FFQ Baseline 2135 11.7 40.7 3127 7119 41.3 0.1 1.2 0.92
FFQ Year 1 1858 43.6 26.8 2625 62.3 37.3 18.7 1.0 0.00
FFQ Year 2 611 46.4 325 824 60.1 36.0 13.7 1.8 0.00
FFQ Year 3 347 46,2 271.0 507 66.4 38.8 20.2 24 0.00
FFQ Year 4 387 447 23.9 620 61.2 359 16.5 2.1 0.00
FFQ Year 5 333 47.0 26.4 486 58.6 35.6 11.7 2.3 0.00
FFQ Year &6 232 45.0 25.1 300 57.8 34.7 12.8 2.7 0.00
FFQ Year 7 30 50.3 25.5 51 56.9 352 6.5 7.4 0.85
4DFR Baseline 243 65.1 25.7 371 640 263 1.2 22 054
4DFR Year ] 219 349 14.7 307 615 257 | 266 19  0.00

! Absolute difference.

P.values based on testing in the naturat log scale except for % Energy from fat.

3322 (17%) Black/African American Intervention women had <=20% energy from fat at year 1.
* B0 (13%) Black/African American Intervention women had <=20% energy from fat at year 2,
546 (13%) Black/African American Intervention women had <=20% energy from fat at year 3.
® 46 (12%) Black/African American Intervention women had <=20% energy from fat at year 4.
729 (%) Black/African American Inicrvention women had <=20% encrgy from fat at year 5.

¥ 20 (9%) Black/African American Intervention women had <=20% energy from fat at ycar 6.

* 1 (3%) Black/African American Intervention women had <=20% cnergy from fat at year 7.

SADSMBA14_aug2001\Reports\Annual3_ang0] doc



WHI, Semi-Annual Progress Report Page 3-19

Table 3.4 (continued)
Nutrient Intake Monitoring in Black/African American Women

Data as of: August 31, 2001

- JIntervention Control Difference
N Mean SD N Mean SD Mean' SE p-value®
Saturated Fat (g)
FFQ Baseline 2135 25.8 14.3 3127 259 14.7 0.1 04 0.91
FFQ Year 1° 1858 14.3 9.2 2625 20.5 12.8 6.2 0.3 0.00
FFQ Year 2* 611 15.3 11.8 824 19.8 12.3 45 0.6 0.00
FFQ Year 3° 347 15.0 95 507 21.8 13.4 6.8 0.8 0.00
FFQ Year 4° 387 14.3 8.2 620 20.1 12.5 5.8 0.7 0.00
FFQ Year 5’ 333 15.1 9.0 486 19.2 12.6 4.1 0.8 0.00
FFQ Year 6° 232 14.5 83 300 19.1 12.6 4.6 1.0 0.00
FFQ Year 7° 30 16.8 10.9 51 19.3 13.3 2.5 29 0.75
4DFR Baseline 243 203 9.3 371 20.2 9.1 .1 0.8 0.96
4DFR Year ] 219 10.6 52 307 18.7 8.2 8.1 0.6 0.00
Polyunsaturated Fat (g)
FEQ Baseline 2135 16.0 8.9 3127 16.0 3.9 0.0 0.3 098
FFQ Year 1 1858 8.7 5.6 2625 12.7 8.0 4.0 0.2 0.00
FFQ Year 2 611 9.2 6.2 824 12.1 7.5 3.0 0.4 0.00
FFQ Year 3 347 93 5.6 507 13.4 3.0 4.1 0.5 0.00
FFQ Year 4 387 9.2 5.1 620 12.5 7.6 33 0.4 0.00
FFQ Year § 333 9.5 56 486 12.1 8.1 2.6 0.5 0.00
FFQ Year 6 232 9.2 58 300 11.7 7.2 2.5 0.6 0.00
FFQ Year 7 30 10.6 55 51 10.8 6.3 0.2 1.4 0.76
4DFR Baseline 243 14.5 6.7 371 13.8 6.8 0.7 0.6 0.15
4DFR Year 1 219 7.6 3.2 307 13.7 6.9 6.1 0.5 0.00
Fruits and Vegetables (servings)
FFQ Baseline 2132 33 1.9 3123 32 1.9 0.0 0.1 0.73
FFQ Year 1 1852 4.5 2.6 2619 34 2.1 1.1 0.1 0.00
FFQ Year 2 610 4.5 286 §19 35 2.2 1.0 0.1 0.00
FFQ Year 3 347 4.8 27 507 3.7 2.3 1.0 0.2 0.00
FFQ Year 4 387 4.9 2.8 620 3.5 22 1.5 0.2 0.00
FFQ Year 5 331 47 2.8 485 36 2.2 1.2 0.2 0.00
FFQ Year 6 232 45 2.5 298 35 2.2 1.0 0.2 0.00
FEQ Year 7 30 5.3 2.6 51 3.1 2.0 2.2 05 0.00
Grain Servings (Not including
desserts/pastries)
FFQ Baseline 2132 4.5 2.8 3122 44 2.8 0.1 0.1 0.32
FFQ Year 1 1851 44 2.8 2617 38 2.5 0.6 0.1 0.00
FFQ Year 2 610 4.2 2.6 818 37 24 0.5 0.1 0.00
FFQ Year 3 347 472 27 507 3.8 25 0.4 0.2 0.01
FFQ Year 4 387 4.0 24 618 36 23 0.4 0.2 0.00
FFQ Year 5 331 39 2.3 484 35 2.2 0.4 0.2 0.00
FFQ Year 6 232 3.7 22 208 33 2.0 04 0.2 0.01
FFQ Year 7 30 3.6 1.6 51 34 23 02 0.5 0.24

! Absolute difference.

? P.values based on testing in the natural log scale except for % Energy from fat.

3322 (17%) Black/African American Intervention women had <=20% energy from Fat at year 1.
*80 (13%) Black/African American Intervention women had <=20% energy from fat at year 2.
3 46 (13%) Black/African American Intervention women had <=20% energy from fat at year 3.
%46 (12%) Black/African American Intervention women had <=20% energy from fat at year 4,
729 (9%) Black/African American Intervention women had <=20% energy from fat at year 5.

* 20 (9%) Black/African American Intervention women had <=20% energy from fat at year 6,

® 1 (3%) Black/African American Intervention women had <=20% encrgy from fat at year 7.
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Table 3.4 (continued)
Nutrient Intake Monitoring in Hispanic/Latino Women
Data as of: August 31, 2001
Intervention Control Difference
N Mean SD N Mean SD [ Mean' SE  p-value?
% Energy from Fat
FFQ Baseline 751 39.3 5.1 1094 39.0 5.1 04 02 0.13
FFQ Year 1° 617 279 8.0 914 36.1 7.4 82 04  0.00
FFQ Year 2 226 217 8.3 303 36.9 7.6 9.2 07 0.00
FFQ Year 3° 129 29.9 8.9 193 313 13 7.4 0.9 0.00
FFQ Year 4° 138 308 8.0 246 36.8 13 6.0 0.8 0.00
FFQ Year 5’ 100 28.6 8.9 162 36.8 73 8.3 1.0 0.00
FFQ Year 6° 48 28.4 8.5 73 36.4 6.2 8.0 13 0.00
FFQ Year 7° 10 305 11.3 21 373 4.8 6.8 2.9 0.09
4DFR Baseline 96 324 57 134 324 6.5 0.1 0.8 0.95
4DFR Year 1 82 23.1 7.4 110 32.0 73 89 1.1 0.00
Total Energy (keal)
FFQ Baseline 751 1847 836 1094 1859 871 13 40.6 0.86
FFQ Year 1 617 1419 665 o914 1571 862 152 411 0.00
FFQ Year 2 226 1411 615 303 1620 768 209 62.1 0.00
FFQ Year 3 129 1533 642 193 1568 709 35 777 0.84
FFQ Year 4 138 1404 663 246 1520 767 116 778 0.15
FFQ Year 5 100 1393 680 162 1577 930 184 107.3 0.13
FFQ Year 6 48 1154 534 73 1424 705 270 1194 0.04
FFQ Year 7 10 1219 298 21 1234 399 15 142.5 0.90
4DFR Baseline 96 1643 446 134 1748 460 105 60.8 0.06
4DFR Year 1 82 1400 412 110 1627 449 227 63.3 0.00
Total Fat (g)
FFQ Baseline 751 81.6 41.0 1094 80.8 40.5 0.8 1.9 0.56
FFQ Year 1 617 44.5 273 914 64.3 41.2 19.8 19 0.00
FFQ Year 2 226 43.7 243 303 68.1 385 243 29 0.00
FFQ Year 3 129 522 321 193 65.9 349 13.6 38 0.00
FFQ Year 4 138 48.2 271 246 63.1 35.7 149 3.5 0.00
FFQ Year 5 100 45.7 31.2 162 66.8 46.1 21.1 52 0.00
FFQ Year 6 48 36.5 214 73 577 306 21.2 5.1 0.00
FFQ Year 7 10 40.2 15.0 21 50.8 17.1 10.6 6.3 0.12
4DFR Baseline 96 59.6 20.1 134 64.1 25.6 4.5 3.1 0.22
4DFR Year 1 82 364 17.7 110 589 24.5 22.5 3.2 0.00

! Absolute difference.

% p.values based on testing in the natural log scale except for % Energy from fat,

106 (17%) Hispanic/Latino Intervention women had <=20% energy from fat at year 1,
* 45 (209%) Hispanic/Latino Intervention women had <=20% energy from fat at year 2,
14 (11%) Hispanic/Latino Intervention women had <=20% cnergy from fat at year 3,
%14 (10%) Hispanic/Latino Intervention women had <=20% energy from fat at year 4.
7 17 (17%) Hispanic/Latino Intervention women had <=20% energy from fat at year 5.
£7(15%) Hispanic/Latino Intervention women had <=20% energy from fat at year 6.

® 2 (20%) Hispanic/Latino Intervention women had <=20% energy from fat at year 7,
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Table 3.4 (continued)
Nutrient Intake Monitoring in Hispanic/Latino Women

Data as of: August 31, 2001

Intervention Control Difference
N Mean SD N Mean SD Mea_n'_ SE  p-value®
Saturated Fat (g)
FFQ Baseline 751 278 14.9 1094 217 151 0.1 0.7 0.65
FFQ Year 1° 617 15.0 9.8 914 21.7 14.3 6.7 0.7 0.00
FFQ Year 2° 226 14.4 g4 303 23.0 14.2 8.6 1.1 0.00
FFQ Year 3° 129 17.4 12.1 193 22.0 12.5 47 1.4 0.00
FFQ Year 4° 138 156 96 246 21.1 12.8 55 1.2 0.00
FFQ Year 5’ 100 15.0 10.4 162 22.6 16.1 7.6 1.8 0.00
FFQ Year 6° 48 11.5 7.4 73 19.7 11.2 8.2 1.8 0.00
FFQ Year 7° 10 134 6.1 21 17.0 6.6 3.6 2.5 0.15
4DFR Baseline 96 19.8 7.6 134 209 10.0 1.1 1.2 0.57
4DFR Year 1 82 11.5 6.8 110 194 8.9 7.9 1.2 0.00
Polyunsaturated Fat (g} .
FFQ Baseline 751 15.9 3.4 1094 15.7 8.2 0.2 0.4 048
FFQ Year 1 617 8.6 5.5 914 12.8 8.6 4.2 0.4 0.00
FFQ Year 2 226 8.7 53 303 13.4 8.2 4.7 0.6 0.00
FFQ Year 3 129 10.3 6.6 193 129 74 2.5 0.8 0.00
FFQ Year 4 138 9.4 5.6 246 12.3 7.2 29 0.7 0.00
FFQ Year 5 100 92 1.3 162 12.8 9.6 3.7 1.1 0.00
FFQ Year 6 43 7.6 4.6 73 11.7 1.3 4.1 1.2 0.00
FFQ Year 7 10 8.1 4.7 21 9.6 4.1 1.5 1.7 0.30
| 4DFR Baseline 96 115 4.6 134 13.4 6.2 1.9 0.7 0.02
4DFR Year ) 82 738 4.1 110 12.0 63 | 43 0.8 0.00
Fruits and Vegetables (servings) .
FFQ Baseline 748 3.0 1.9 1094 2.9 1.8 0.1 0.1 0.27
FFQ Year 1 614 4.2 23 914 31 1.9 1.0 0.1 0.00
FFQ Year 2 224 4.4 24 303 3.2 1.8 1.2 0.2 0.00
FFQ Year 3 128 4.6 2.9 193 33 2.0 13 03 0.00
FFQ Year 4 138 4.8 2.8 246 32 2.2 1.6 0.3 0.00
FFQ Year 5 99 4.7 24 162 33 2.2 1.5 0.3 0.00
FFQ Year 6 47 4.7 26 73 3.0 2.0 1.7 04 0.00
FFQ Year 7 10 4.2 40 21 2.8 1.8 1.4 1.0 0.39
Grain Servings (Not including
desserts/pastries)
FFQ Baseline 748 5.5 3.3 1054 57 3.5 0.2 0.2 0.54
FFQ Year 1 614 5.1 33 914 4.8 34 0.3 0.2 0.06
FFQ Year 2 224 50 3.5 303 4.9 3.1 0.0 0.3 0.51
FFQ Year 3 128 51 3.0 193 4.6 29 04 0.3 0.31
FFQ Year 4 138 43 29 246 4.6 2.8 0.2 0.3 0.32
FFQ Year 5 99 4.5 32 162 49 37 04 0.4 0.38
FFQ Year 6 47 4.0 2.3 73 4.6 33 0.6 0.5 0.45
FFQ Year 7 10 4.1 1.6 21 4.7 2.5 0.6 0.9 0.80

! Absolute difference.

2 P.values based on testing in the natural log scale except for % Energy from fat.

106 (17%) Hispanic/Lalino Intervention women had <=20% energy from fat at year i.
*45 (20%) Hispanic/Latino Intervention women had <=20% energy from fat at year 2.
%14 (11%) Hispanic/Latino Intervention women had <=20% energy from fat at year 3.
© 14 (10%} Hispanic/Latino Intervention women had <=20% energy from fai at year 4,
7 17 (17%) Hispanic/Latino Intervention women had <=20% energy from fat at year 5.
£7 (15%) Hispanic/Latino Intervention women had <=20% energy from fat at year 6.

? 2 (20%) Hispanic/Latino Intervention women had <=20% cnergy from fat at year 7.
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Table 3.4 (continued)
Nutrient Intake Monitoring in White Women

Data as of: August 31, 2001

Intervention Control Difference
N Mean SD N Mean SD | Mean! SE  p-value?
% Energy from Fat
FEQ Baseline 15872 387 50 | 23891 38.7 4.9 0.0 0.1 0.93
FFQ Year 1° 14898 246 73 22145 36.0 6.9 114 01 0.00
FFQ Year 2° 4828 25.8 75 7159 36.2 7.0 103 01 0.00
FFQ Year 3° 2562 21.2 7.8 3910 372 7.1 100 0.2 0.00
FFQ Year 4° 3543 28.0 8.1 5482 37.6 7.1 9.6 0.2 0.00
FEFQ Year 5’ 2684 28 .4 33 4155 37.8 7.3 9.5 0.2 0.00
FFQ Year 6° 1700 29.0 3.0 2600 37.4 7.2 8.5 0.2 0.00
FFQ Year 7° 587 292 8.0 912 375 6.8 8.2 0.4 0.00
4DFR Baseline 442 32.6 6.5 669 326 6.7 0.1 04 0.88
ADFR Year 1 405 20.5 6.7 610 325 6.6 12.1 0.4 0.00
Total Energy (keal)
FFQ Baseline 15872 1795 638 | 23891 1797 677 2 7.0 0.62
FFQ Year 1 14898 1486 509 | 22145 1599 611 114 6.1 0.00
FFQ Year 2 4828 1493 497 7159 1591 598 97 104 000
FFQ Year 3 2562 1484 510 3910 1583 618 99 14.7 0.00
FFQ Year 4 3543 1459 513 5482 1586 618 127 125 0.00
FFQ Year 5 2684 1486 512 4155 1604 621 119 144 000
FFQ Year 6 1700 1478 534 2600 1554 611 76 18.1 0.00
FFQ Year 7 . 587 1497 530 912 1599 646 102 319 003
4DER Baseline 442 1744 423 669 1741 448 | 4 269  0.68
4DFR Year 1 405 1461 332 610 1653 428 191 252  0.00
Total Fat (g)
FFQ Baseline 15872 779 34.1 | 23891 77.9 33.4 0.0 0.3 0.65
FFQ Year 1 14898  40.9 206 | 22145 64.8 305 | 239 03 0.00
FFQ Year 2 4828 43.0 202 | 7159 64.9 30.1 219 05 0.00
FEQ Year 3 2562 45.3 224 3910 66.3 315 | 21.1 07 0.00
FFQ Year 4 3543 457 23.0 | 5482 67.1 31.8 | 214 06 0.00
FFQ Year 5 2684 472 23.8 4155 68.4 323 | 21.1 0.7 0.00
FFQ Year 6 1700 477 23.1 2600 65.4 31.3 177 09 0.00
FFQ Year 7 587 49.5 27.0 912 67.7 33.3 18.3 1.6 0.00
4DFR Baseline 442 64.2 23.9 669 64.0 23.5 0.2 1.5 0.81
4DFR Year 1 405 33.0 13.0 610 60.5 223 | 275 12 0.00

! Absolute difference.

?P_values based on testing in the natural log scale except for % Energy from fat.
34373 (29%) White Intervention women had <=20% cnergy from fat at year 1.
#1096 (23%) White Intervention women had <=20% energy from fat at year 2.
482 (19%) White Intervention women had «=20% energy from fat at year 3,
%601 (17%) White Intervention women had <=20% energy from fat ot year 4.

7 434 (16%) White Intervention women had <=20% energy from fat at year 5.

© ¥ 197 {12%) White Intervention women had <=20% energy from fat at year 6.

¥ 62 (11%) Whitc Intervention women had <=20% energy from fat at year 7.
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Table 3.4 (continued)
Nutrient Intake Monitoring in White Women

Data as of: August 31, 2001

Intervention Control Difference
N Mean __ SD N Mean  SD | Mean' SE _ p-value?
Saturated Fat (g)
FFQ Baseline 15872 277 132 | 23801 276 12.8 0.1 0.1 0.95
FFQ Year 1° 14898  14.1 7.8 | 22145 229 11.6 8.8 0.1 0.00
FFQ Yecar 2* 4828 14.7 7.5 7159 229 114 8.1 0.2 0.00
FFQ Year 3° 2562 15.5 8.6 3910 234 12.0 79 0.3 0.00
FFQ Year 4° 3543 15.7 8.7 5482 23.7 122 8.0 0.2 0.00
FFQ Year 5’ 2684 16.3 9.1 4155 243 125 8.0 0.3 0.00
FFQ Yecar 6° 1700 16.3 8.4 2600 23.2 12.1 69 0.3 0.00
FFQ Year 7° 587 17.2 10.1 912 24.0 12.8 69 0.6 0.00
4ADFR Baseline 442 21.7 9.2 669 21.6 9.1 0.1 0.6 0.64
4DFR Year 1 405 104 47 610 20.2 8.3 98 0.5 0.00
Polyunsaturated Fat (g)
FFO Baseline 15872  15.2 74 | 23891 15.2 7.3 0.0 0.1 0.47
FFQ Year 1 14898 7.7 4.1 22145 12.4 6.4 47 0.1 0.00
FFQ Year 2 4828 8.1 4.1 7159 12.3 6.2 42 0.1 0.00
FFQ Year 3 2562 8.6 4.4 3910 12.7 6.5 4.1 0.1 0.00
FFQ Year 4 3543 8.8 4.6 5482 12.8 6.6 4.1 0.1 0.00
FFQ Year 5 2684 9.0 4.8 4155 13.1 6.7 4.1 0.1 0.00
FFQ Year 6 1700 9.3 4.9 2600 125 6.3 3.2 0.2 0.00
FFQ Ycar 7 587 9.4 5.6 912 12.9 6.8 35 0.3 0.00
4DFR Baseline 442 12.9 55 669 13.2 5.7 0.3 0.3 0.51
4DFR Year 1 405 7.1 3.1 610 124 5.6 53 0.3 0.00
Fruits and Vegetables (servings)
FFQ Baseline 15810 3.7 1.8 | 23818 3.7 1.8 0.0 0.0 0.17
FFQ Year 1 14829 52 23 | 22070 3.9 2.0 1.2 0.0 0.00
FFQ Year 2 4810 5.2 23 7132 4.0 20 |- 13 0.0 0.00
FFQ Year 3 2557 53 2.4 3897 40 20 1.3 0.1 0.00
FFQ Year 4 3535 5.2 2.4 5470 39 2.0 13 0.0 0.00
FFQ Year 5 2665 52 2.4 4133 4.0 2.1 1.3 0.1 0.00
FEQ Ycar 6 1686 5.2 2.5 2586 3.9 2.0 14 0.1 0.00
FFQ Year 7 580 5.1 2.3 910 3.9 19 13 0.1 0.00
Grain Servings (Not including
desserts/pastries)
FFQ Baseline 15808 4.7 24 | 23817 4.8 2.4 0.0 0.0 0.21
FFQ Year 1 14826 5.1 26 | 22062 42 . 22 0.9 0.0 0.00
FFQ Year 2 4809 5.0 2.5 7127 4.1 2.1 0.8 0.0 0.00
FFQ Year 3 2556 47 25 3892 4.0 2.1 0.7 0.1 0.00
FFQ Year 4 3532 45 24 5460 3.9 2.1 0.6 0.0 0.00
FFQ Year 5 2663 45 22 4129 3.9 2.1 05 0.1 0.00
FFQ Year 6 1686 45 25 2584 3.8 2.1 0.6 0.1 0.00
FFQ Year 7 580 44 22 910 39 2.1 05 0.1 0.00

! Absolute difference.

? p-values based on testing in the natural log scale except for % Energy from fat.

%4373 (29%) White Intervention women had <=20% energy from fat at year 1. :

*1096 (23%) White Intervention women had <=20% energy from fat at year 2.

® 482 (19%) White Intervention women had <=20% energy from fat at year 3. ‘
% 601 (17%) White Intervention women had <=20% energy from fat at year 4, |
7 434 (16%) White Intervention women had <=20% energy from fat at year 5. ‘
* 197 (12%) White Intervention women had <=20% energy from fat at year 6.

® 62 (11%) White Intcrvention women had <=20% energy from fat at year 7.
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Table 3.4 (continned)
Nutrient Intake Monitoring in Other/Unspecified Women
Data as of: August 31, 2001
Intérvention Control Difference
N Mean___ SD N Mean _ SD | Mean' SE _ p-value?
% Energy from Fat
FFQ Baseline 265 39.1 53 394 39.2 5.1 01 0.4 0.79
FFQ Year 1° 240 217 8.0 354 359 1.7 8.3 0.7 0.00
FFQ Year 2* 79 272 7.9 123 37.3 6.9 10.2 1.1 0.00
FFQ Year 3° 46 29.1 74 55 379 8.1 8.8 1.6 0.00
FFQ Ycar 4° 57 295 8.5 93 37.3 7.4 7.8 1.3 0.00
FFQ Year 5’ 33 28.4 8.4 42 36.6 7.1 82 1.8 0.00
FFQ Year 6° 13 31.1 6.7 33 39.0 77 7.9 2.4 0.00
FFQ Year 7° 4 32.0 8.6 9 35.6 9.1 3.6 54 0.52
4DFR Baseline 17 322 5.5 29 328 5.6 0.6 1.7 0.71
4DFR Year 1 13 22.8 8.9 24 33.6 6.5 10.8 2.6 0.00
Total Energy (kcal}
FFQ Baseline 265 1796 775 394 1726 770 70 61.3 0.23
FFQ Year 1 240 1506 628 354 1501 639 4 53.1 0.66
FFQ Year 2 79 1464 584 123 1572 674 108 923 0.33
FFQ Year 3 46 1464 598 55 1496 729 33 134.4 0.81
FFQ Year 4 57 1391 617 93 1525 668 133 109.2 0.29
FFQ Year 5 33 1545 580 42 1423 589 122 136.1 0.20
FFQ Year 6 13 1818 551 33 1504 754 314 2306 0.03
FFQ Year 7 4 1331 825 9 1662 446 331 3454 0.35
4DFR Baseline i7 1504 288 29 1693 405 189 112.0 0.10
4DFR Year 1 13 1334 469 24 1542 335 207 133.0 0.13
Total Fat (g)
FFQ Baseline 265 79.0 304 394 75.9 384 3.1 31 0.31
FFQ Year 1 240 46.7 28.0 354 60.7 31.5 14.0 2.5 0.00
FFQ Year 2 79 44.9 290 123 66.7 35.1 218 47 0.00
FFQ Year 3 46 46.2 21.0 55 63.6 36.2 17.4 6.0 0.00
FFQ Year 4 57 46.9 31.8 93 64.5 34.0 17.7 5.6 0.00
FFQ Ycar 5 33 49.5 27.0 42 594 299 99 6.7 0.26
FFQ Year 6 13 64.7 29.8 33 66.7 42.6 20 12.9 0.87
FFQ Year 7 4 423 132 9 644 19.5 22.2 10.8 0.08
4DFR Baseline 17 54.4 16.8 29 61.8 17.4 74 5.2 0.18
4DFR Year 1 13 33.7 19.1 24 57.9 173 | 242 62 0.00

! Absolute difference.

?P.values based on testing in the natural log seale except for % Energy from fat.

38 (16%) Othet/Unspecified Intervention women had <=20% energy from fat at year 1.
*16 (20%) Other/Unspecified Intervention women had <=20% energy from fat at year 2.
501%) Other/Unspecified Intervention women had <=20% energy from fat at year 3.
% 9 (16%) Other/Unspecified Intervention women had <=20% energy from fat at year 4.
76 (18%) Other/Unspecified Intervention women had <=20% encrgy from fat at year 5.
® 0 (0%) Other/Unspecified Intcrvention women had <=20% energy from fat at year 6.

® 0 (0%) Other/Unspecified Intervention women had <=20% energy from fat at year 7.
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Table 3.4 (continued} .
Nutrient Intake Monitoring in Other/Unspecified Women
Data as of: August 31, 2001
Intervention Control Difference
N Mean _ SD N Mean _ SD | Mean' SE __ p-value®
Saturated Fat (g}
FFQ Baseline 265 272 14.6 394 26.3 14.2 0.9 1.1 0.47
FFQ Year 1° 240 15.5 9.4 354 20.9 11.7 55 09 .00
FFQ Year 2* 79 15.3 10.7 123 23.2 126 | 79 1.7 0.00
FFQ Year 3° 46 15.3 7.9 55 21.3 13.2 6.0 22 0.00
FFQ Year 4° 57 15.6 10.7 93 22.5 12.4 69 2.0 0.00
FFQ Year 57 33 159 9.1 42 19.9 10.5 4.0 2.3 0.17
FEQ Year 6 13 225 12.9 33 225 15.7 0.0 49 0.92
FFQ Year 7° 4 15.4 44 9 24.4 8.1 9.0 44 0.09
4DFR Baseline 17 17.6 6.7 29 21.0 7.2 34 2.1 0.10
4DFR Year 1 13 11.3 8.7 24 18.9 57 7.6 24 0.00
Polyunsaturated Fat (g)
FFQ Baseline 265 159 8.7 394 15.0 8.6 0.9 0.7 0.19
FFQ Year 1 240 9.1 6.0 354 119 6.8 2.8 0.5 0.00
FFQ Year 2 79 8.4 5.6 123 12.8 7.8 4.5 1.0 0.00
FFQ Year 3 46 2.0 4.1 55 13.1 8.0 4.1 1.3 0.00
FFQ Year 4 57 9.3 6.3 93 12.6 77 33 1.2 0.00
FFQ Year 5 33 104 5.8 42 119 6.5 1.5 1.4 0.53
FFQ Year 6 13 12,6 5.4 33 13.4 8.7 0.8 2.6 0.38
FFQ Year7 4 6.8 2.6 9 10.7 37 3.9 2.1 0.09
4DFR Baseline 17 11.7 3.7 29 12.5 4.4 -0.8 1.3 0.59
4DFR Year 1 13 6.6 3.1 24 11.8 43 52 14 0.00
Fruits and Vegetables (servings)
FFQ Baseline 264 3.7 2.0 393 3.4 2.0 03 0.2 0.04
FFQ Year 1 239 49 2.4 353 3.6 2.1 13 0.2 0.00
FFQ Year 2 78 5.0 23 123 39 23 11 0.3 0.00
FFQ Year 3 46 50 2.6 S5 3.7 19 1.3 0.5 0.01
FFQ Year 4 56 4.9 2.9 93 4.0 2.2 1.0 04 0.07
FFQ Year 5 33 56 27 42 37 2.4 1.9 0.6 0.00
FFQ Year 6 12 6.2 23 33 42 24 2.0 0.8 0.00
FFQ Year 7 4 4.2 29 9 7.0 34 29 2.0 0.26
Grain Servings (Not including
desserts/pastries)
FFQ Baseline 264 4.8 2.7 393 4.7 2.7 0.1 0.2 0.71
FFQ Year | 239 5.0 3.0 353 4.2 24 0.9 0.2 0.00
FFQ Year 2 78 47 2.4 123 4.2 23 04 0.3 0.31
FFQ Year 3 46 47 3.0 55 4.2 29 04 0.6 0.48
FFQ Year 4 56 4.1 2.3 93 4.0 2.2 0.2 0.4 0.60
FFQ Year 5 33 49 2.6 42 39 23 1.0 0.6 0.11
FFQ Year 6 12 5.0 2.1 33 34 22 1.6 0.7 0.00
FFQ Year 7 4 477 5.0 9 4.1 2.0 0.6 1.9 0.84

! Absolute difference.

* P-values based on testing in the natural log scale except for % Energy from fat.

338 (16%) Other/Unspecified Intervention women had <=20% energy from fat at year 1.
416 (20%) Other/Unspecified Intervention women had <=20% energy from fat at year 2.
35 (11%) Other/Unspecified Intervention women had <=20% energy from fat at year 3.
* 9 (16%) Other/Unspecified Intervention women had <=20% energy from fait at year 4.
? 6 (18%:) Other/Unspecified Intervention women had <=20% energy from fat at year 5.
® 0 (0%) Other/Unspecified Intervention women had <=20% energy from fat at year 6.

% 0 (0%) Other/Unspecified Intervention women had <=20% energy from fat at year 7,
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Table 3.5

Control - Intervention Difference in % Energy from Fat in WHI DM Particip.ants
Study Subject Characteristics and Session Participation from FFQs Collected in the Last Year'

Data as of: August 31, 2001

Model Including Attendance Model Including Completion Model Including Fat Scores
(AR (AR (ARY
‘ c-1 . for C-1 ) for C-1 ] for
N (%) R™ Inclusion| N (%) K" Inclusion| N {%) R”  Inclusion]
Demographics 22.0% 220% 22.0%
Age
60-69 9263 9263 9263
50-34 vs. 60-69 3217 0.82%* 3217 0.9] == 3217 0.98 **
55-59 vs, 60-69 4923 053 * 4923  0.52 4923 . 063 *
T0-79 vs. 60-69 3198 -1.12 ** 3198 -1.04 ** 3198 -1.07 **
Ethnicity
White 17011 17011 17011
American Indian vs. White 88 005 88 -0.02 88 028
Asian/Pacific Islander vs. White 512 -0.14 512 -0.33 512 -0.33
Black vs. White 2071 -1.23 ** 2071 -1.29 ** 2071 084 *
Hispanic vs, White 681 -1.23 681 -1.16 681 -0.99
Other Minority vs, White 238 -0.61 238 063 238 -0.54
Education
Post H.S. 16129 16129 16129
0-8 Years vs. Post H.S. 191 -1.37 191 -1.27 191 -1.31
Some H.S. or Diploma vs. Post H.S. 4281 0.01 4281 0.16 4281 0.08
Family Income
>75K 3642 3642 3642
<20K vs. >75K 3562 -0.36 3562 -0.22 3562 -0.10
20-35K vs. >75K 4916 -0.55 916 -0.38 4916 -0.31
35-50K vs. >75K 4289 -0.29 4289 -023 4289 .0.13
50-75K vs. >75K 4192 016 4192 0.20 4192 0.30
HRT Randomized
No 17286 17286 17286
Yes vs. No 3315 (.76 ** 3315 0.86 *=* 3315 Q.78 **
Visit 233% (1.3%) 233% (1.3%) 233% (1.3%)
Visit Year
AV-3 2645 2645 2645
AV-2vs AV-3 59  -0.63 59 -0.11 59  -0.15
AV-4vs AV.3 6492 0.13 6492  0.01 6492 0.06
AV-5vs AV-3 5973 0.07 5973 -0.06 5973 0.09
AV-6vs AV-3 3831 -0.52 3831 0.7t * 3831 -0.60
AV-Tvs. AV-3. 1601 -0.42 1601 -0.8t 1601 -0.59
Clinic Effect 27.2% (3.9%) 272% (3.9%) 272% (3.9%)
Intervention Participation
# Sessions Attended in Previous 12 Months 1% (39%)
None 14658
1 vs. None 1007 4.03 *»
2 vs. None 1473 557 **
3 vs. None 1827 641 **
4+ vs, None 1636 7.32 **
# Sessions Completed in Previous 12 Months 319% (4.7%)
None 13756
1 vs. None 439 2,92 **
2 vs. None 576 5.01 **
3 vs. None 1263 6.62 **
44 vs. Nong 4567 §.58 **
# Fat Scores Provided in Previous 12 Months 326% (5.4%)
None 14748
1 vs. None 820 3.86 **
2 vs. None T68  5.06 **
3 vs. None 1253  6.55 **
4+ vs, Nong 3012 823 **

! Model adjusted for clinic effects.
* P-value < 0.05 from a two-sided test.
" P-value < 0.01 from a two-sided test,
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Table 3.6
Body Weight

Data as of: August 31, 2001

Intervention Control Difference
Body Weight (kg)' . N Mean S.D. N Mean S.D. Mean® S.E. p-value
All Participants

Baseline 19524 76.8 16.7 29271 76.7 16.6 -0.1 02 0.36
Year 1 18146 74.4 16.8 26681 76.3 16.8 19 0.2 0.00
Year2 16696 75.4 17.2 25044 76.7 16.9 1.3 0.2 0.00
Year 3 16640 757 17.1 25341 76.8 16.8 1.1 0.2 000
Year 4 12850 75.9 17.1 19814 76.7 16.7 0.8 0.2 0.00
Year 5 7845 76.1 16.9 12045 76.7 16.5 0.6 0.2 0.01
Year 6 ) 3657 759 16.5 5630 76.0 15.7 0.2 03 0.63
Year7 : 1066 75.1 16.3 1698 75.1 15.0 04 0.5 0.99

Participants Aged 70-79

Baseline 3246 73.0 14.7 4870 72.9 14.5 -0.1 0.3 0.82
Year | 3009 70.7 152 4485 72.7 15.4 1.9 0.4 0.00
Year 2 2734 711 15.1 4173 72.6 15.3 1.6 0.4 0.00
Year3 2750 711 154 4185 72.2 14.8 1.1 0.4 0.00
Year 4 1946 707 14.7 2992 71.5 14.3 0.8 0.4 0.06
Year 5 1019 70.2 14.7 1575 71.0 142 0.8 0.6 0.18
Year 6 451 69.9 14.4 720 70.7 13.8 0.8 0.8 0.32
Year 7 114 69.2 16.7 199 69.6 14.7 04 0.5 0.82

Participants with Revised
Fat Gram Goals®

Baseline 15848 77.0 17.0 23738 77.0 16.9 0.0 0.2 0.30.
Year 1 14688 74.6 17.1 21611 76.6 i7.1 2.0 0.2 0.00
Year2 13433 755 174 20200 77.0 17.2 1.5 0.2 0.00
Year 3 13443 75.8 17.3 20507 77.0 17.0 12 0.2 0.00
Year 4 9776 76.0 17.1 15103 76.9 16.3 1.0 0.2 0.00
Year 5 4869 76.2 17.2 7455 71.0 16.7 0.8 0.3 0.01
Year 6 720 75.3 16.3 1043 76.2 15.9 09 0.8 0.23
Year7 4 754 15.8 5 64.0 12.3 04 05 028

! Shown for 30 <= weight (kg) <= 220,
? Control — Intervention.
? For revised fat gram goals:
Intervention grouwp is defined as women randomized to Intervention after 6/15/95 that have revised fat gram goals.
| Control group is defined as women randomized to Control after &/15/95,
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Table 3.6 (continued)
Body Weight by Race/Ethnicity

Data as of: August 31, 2001

Intervention Control Difference
Body Weight (kg)" N Mean  S.D, N Mean__ S.D. | Mean>  S.E. p-value
American Indian/Alaskan

Baseline 87 77.8 144 114 809 17.0 31 2.3 0.17
Year ] 74 75.6 15.0 93 81.3 16.9 5.7 2.5 0.02
Year 2 66 76.9 18.7 91 83.5 18.1 6.6 3.0 0.03
Year 3 67 75.5 15.5 94 83.6 17.6 8.1 2.7 0.00
Year 4 60 - 767 16.1 74 84.5 18.8 7.8 3.1 0.01
Year 5 38 77.4 16.0 47 85.9 17.7 8.6 3.7 0.02
Year 6 15 774 17.6 17 80.3 17.9 2.8 6.3 0.66
Year 7 3 74.9 11.7 2 72.6 10.0 0.4 0.5 0.83

Asian/Pacific Islander

Baseline 431 63.4 13.2 674 63.4 14.4 -0.1 09 0.93
Year | 414 62.5 14.7 636 62.8 12.9 0.3 09 0.78
Year 2 392 62.7 14.1 615 63.0 124 03 0.8 0.73
Year 3 392 63.2 13.5 612 639 14.7 0.7 0.9 0.42
Year 4 274 62.5 12.0 464 63.6 135 1.1 1.0 0.27
Year 5 147 61.6 11.6 236 62.6 11.9 1.1 1.2 0.38
Year 6 35 61.3 9.5 - 50 63.1 104 1.9 2.2 0.39
Yecar 7 8 75.1 41.2 7 61.5 9.6 0.4 05 0.39

Black/African American

Baseline 2133 853 18.2 3126 85.1 18.5 -0.1 0.5 0.79
Year 1 1890 843 19.3 2662 84.9 19.0 0.6 0.6 0.28
Year 2 1715 284.9 18.8 2504 85.3 19.0 0.4 0.6 0.53
Year 3 1688 85.1 19.2 2496 85.2 18.8 0.1 0.6 0.92
Year 4 1276 85.3 19.2 1894 85.8 18.4 0.5 0.7 0.47
Yecar 5 774 85.2 192 1169 854 18.7 0.2 0.9 0.80
Year 6 339 84.1 18.3 431 84.1 17.1 0.0 1.2 0.98
Year7 57 82.3 174 84 82.0 17.9 04 0.5 0.93

Hispanic/Latino

Baseline 750 75.2 16.0 1094 737 15.2 -1.5 0.7 0.05
Year 1 638 74.2 16.6 935 732 15.6 -1.0 0.8 0.23
Year 2 570 74.4 16.1 863 73.9 15.8 0.4 0.9 0.60
Year 3 545 75.3 16.9 863 743 16.5 -1.0 09 0.27
Year 4 417 75.8 17.5 667 739 14.2 -1.9 1.0 0.06
Year 5 - 234 75.5 16.6 375 74.6 14.3 -1.0 1.3 0.46
Year 6 80 74.0 154 127 70.3 12.5 3.7 2.0 0.07
Year7 26 757 11.3 41 720 14.5 0.4 05 024
White

Baseline 265 783 18.4 394 76.4 16.8 0.0 0.2 0.18
Year 1 239 77.6 204 345 77.0 18.0 2.4 0.2 0.71
Year2 . 205 76.3 18.6 324 773 18.6 1.6 0.2 0.56
Year 3 207 76.9 17.6 320 77.1 18.2 1.3 0.2 0.88
Year 4 146 76.2 19.2 236 759 16.1 0.9 0.2 0.87
Year 5 70 77.3 17.2 118 76.9 18.2 0.6 03 0.88
Year 6 26 82.4 17.0 55 76.2 15.5 0.4 0.5 0.12
Year 7 9 813 20.3 16 76.7 17.9 0.4 05 0.58

Other/Unspecified

Baseline 15858 76.1 16.1 23869 76.1 15.9 0.0 02 0.87
Year 1 14891 735 15.9 22010 75.8 16.2 23 02 0.00
Year 2 13748 74.6 16.6 20647 76.2 16.3 1.6 0.2 0.00
Year 3 13741 74.9 16.5 20956 76.2 16.2 1.3 0.2 0.00
Year 4 10677 75.1 16.4 16479 76.2 16.2 1.0 0.2 0.00
Year 5 6582 75.3 16.2 10100 76.0 16.0 0.7 03 0.01
Year 6 3162 75.1 16.0 4900 75.5 154 04 0.4 0.31
Year 7 963 74.6 15.9 1548 74.8 14.8 0.4 0.5 0.69

! Shown for 30 <= weight (kg) <= 220,
2 Control - Intervention.
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Table 3.7
Reasons for Stopping DM'

Data as of: August 31, 2001

Reasons’ (N =2173)
Personal/family
Demands of work 253 11.6%
Family illness, emergency, or other family demands® 293 13.5%
Financial problems 8 0.4%
Lack of cooperation/support from family/friends* 39 1.8%
Living in nursing home 20 09%
Issues of interest in study’ 228 10.5%
Travel
Too far to CC - 124 5.7%
Moved out of area or refuses to be followed at another CC 12 0.6%
Other Travel Issues® 64 2.9%
Visits & Procedures
Doesn't like visits/calls 46 2.1%
Doesn't like required forms or safety procedures’ 45 2.1%
Problems with other procedures® 14 0.6%
Worried about health effects of medical tests/procedures 3 0.1%
Wants test results’ 0 0.0%
Problems with the CC* 29 1.3%
(continues)

' Does not include reasons reported by women who stopped and later restarted DM Intervention.

? Multiple reasons may be reported for a woman.

* Combines “Family illness, emergency or other famiily demands”, “Death in the family or of a close friend”, and “Caregiver responsibilities demanding time,
effort, lifestyle changes”.

* Combines “Lack of cooperation/support from family and/or friends” and “Family/friends request that she withdraw”™,

* Combines “Conflicting priorities other than work or family”, “Feels discouraged regarding participation overall”, “Loss of interest, boredom™, “Feels it is not an
impontant study”, and “In another study in conflict with WHI intervention™,

® Combines “Transportation problems (other than distance)”, “Traffic”, “Parking at CC”, and “CC neighborhood/safety”.

7 Combines “Doesn’t like filling out forms (other than those required for safety)”, and “Doesn’t like required safety forms andfor procedures™.

¥ Combines “Doesn’t like mammograms™, “Cost of mammograms”, “Doesn’t like having blood drawn”, “Doesn't like ECG”, “Doesn’t like gynecologic
procedures” and “Doesn’t like other procedures (other than those required for safety)”.

® Combines “Wants results of blood analyses”, and “Wants results of bone mincral density measurement™,

1° Combines “Problem with the CC”, “Problem with CC staff person (other than DM Group Nutritionist)”, and “Staff change/turnover”.
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Table 3.7 {continued)
Reasons for Stopping DM’

Data as of: August 31, 2001

Reasons’ (N =2173)
Symptoms
GI Problems’ 0 0.0%
Hair/Skin Changes 0 0.0%
Weight loss/gain 5 0.2%
HRT Related Symptoms’ 3 0.1%
Other’ 7 0.3%
Health Conditions
Disease and/or health conditions® 62 2.9%
Communication difficulties’ 34 1.6%
Intervention
Doesnt like randomized nature of intervention 9 0.4%
Expected some benefit from intervention 35 1.6%
Feels guiltzlunhappy or like a failure for not meeting study goals 14 0.6%
Pill Issues 4 0.2%
CaD Issues® 0 0.0%
HRT Issues’® 1 <0.1%
Problem with DM group nutritionist or group members 33 1.5%
Doesn't like attending DM inlervention classes 54 2.5%
Doesn't like self-monitoring 39 1.8%
Doesn't like budgeting fat grams 2 01%
Health concerns regarding long-term risk/benefits of low fat diet 13 0.6%
Unhappy that not losing weight 18 0.8%
WNot in control of meal preparation 11 0.5%
Too difficult to meet or maintain dietary goals 37 1.7%
Doesn't like cating low fat diet 22 1.0%
Doesnt like eating 5 vegetables/fruits per day 1 <0.1%
Doesnt like eating 6 grains per day 7 0.3%
Feels fat gram goal is unrealistic 5 0.2%
Eating patiern conflicts with personal health beliefs 22 1.0%
Other Health Issues
Worried about costs if adverse cffects occur 1 <(.1%
Expected more health care 15 0.7%
Advised not to participate by health care provider'! 24 1.1%
Study conflicts with other health issues'? 29 1.3%
Other
Other reasons not listed above 465 21.4%
Refuses to give areason 96 4.4%

! Does not include reasons reported by women who stopped and later restarted DM Intervention.
 Multiple reasons may be reported for a woman.
? Combines “Bloating/Gas™, “Constipation”, and “Other gastrointestinal problems™.

* Combines “Vaginal bleeding”, “Breast tendemess”, “Other breast changes™, “Vaginal changes (e.g., dryness)”, and “Hot flashes/night sweats™.

# Combines “Headaches”, “Low energy/too tired”, “Possible allergic reaction”, and “Other symptoms not listed above”,
", “Complex or atypical hyperplasia”, “Endometrial cancer”, “Deep vein thrombosis”, “Pulmonary cmbolism”, “Gallbladder disease™,
“Hypercalcemia”, “Kidney failure/dialysis”, “Renal calculi”, “High triglycerides (> 1000 mg/dl)”, “Malignant melanoma”, “Meningioma", “Heart attack”,

“Stroke”, “Arthritis”, “Diabetes”, “Depression”, “Cholesterol (high or concern about levels)”, “Osteoporosis”, and “Other health conditions not listed above”,
? Combines “Communication problem”, “Loss of vision and/er hearing”™, and “Cognitive/memory changes™.

¢ Combines “Breast cancer’

¥ Combines “Doesn’t like taking pills”, “Docsn’t like taste of pills”, “Unable to swallow pills™, and *Takes too many pills™.

* Combines “Wants to take
and "“Taking Calcitriol”.

her own calcium”, “Feels diet is already sufficient in calcium/Vitamin D", *Taking more than the maximum allowable IU of Vit D",

0 Combines “Has made a personal decision ta go on active HRT", “Has made a pessonal decision that she does not want to be on HRT”, “Advised to goon
active HRT by health care provider”, “Advised to not be on active HRT by health care provider”, “Has made a personal decision to go on SERM (e.g.,
Evista‘raloxifene, tamoxifen)”, “Advised to go on SERM (e.g., Evista/raloxifene, tamoxifen) by health care provider”, and “Taking testosterone

medications”.

1" Combines “Advised not to participate by health care provider” and “Advised not to participate by healih care provider for other reason”.

12 Combines “Study conflicts with health care necds™ and “Study conflicts with other health issues”.
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Table 3.9
Blood Specimen Analysis: DM Participants

Data as of: August 31, 2001

N  Mean' S.D.!
Micronutrients
Alpha-Carotene (pg/ml)
Baseline 2396 0.08 0.08
- AV-1 2398 0.08 0.07
» AV-1 — Baseline 2393 0.00 0.06
Beta-Carotene (ug/ml)
Baseline 2396 0.30 0.29
AV-1 2308 0.31 0.29
AYV-1 - Baseline 2393 0.00 0.22
Alpha-tocopherol (ug/ml)
Baseline 2396 16.19 6.97
AV-1 2398 16.95 7.52
AV-] - Baseline 2393 0.75 545
Gamma-tocophero! (ug/ml)
Baseline 2396 220 142
AV.1 2397 1.84 1.30
AV-1— Baseline 2392 -0.36 0.93
Beta-Cryptoxanthine (pg/ml) '
Baseline 2396 0.09 0.07
AV-1 2397 0.09 0.07
AV-1 - Baseline 2392 0.00 0.06
Lycopene (ug/ml)
Baseline 2396 0.41 0.19
AV-1 2398 0.41 0.19
AV-1 — Baseline 2393 -0.01 0.16
Lutein and Zeaxanthin (ug/ml)
Baseline 2396 0.22 0.11
AV-1 2398 0.22 0.10
AV-1 — Baseline 2393 0.00 0.07
Retinol (ug/ml)
Baseline 2396 0.61 0.15
AV-1 2398 0.62 0.15
AV-] -~ Baseline 2393 0.00 0.10

(continues)

! Means and standard deviations are weighted by ethnicity using the ethnicity distribution of participants randomized to CT.
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Table 3.9 (continued)
Blood Specimen Analysis: DM Participants

Data as of: August 31, 2001

N  Mean' 8D/
Clotting Factors
Factor VII Activity, Antigen (%)
Baseline 2323 130.86 32.76
AV-1 2304 13069 32.81
AV-1 - Baseline 2248 -0.24 22.37
Factor VII C (%)°
Baseline 2280 12948  30.69
AV-1 2273 127.07 3022
AV-1 - Baseline -] 2184 -2.83 22,32
Fibrinogen {mg/dl)
Baseline 2317 300.17 61.25
AV-1 2298 297.80 60.57
AV-1 - Baseline 2237 -2.32 49.75
Hormones/Other
Glucose (mg/dl)
Baseline 2396 10021 26.69
AV-1 2390 9894  26.43
AV-1 - Baseline 2385 -1.26 19.04
Insulin (UIU/ml)
Baseline 2344 11.51 741
AV-1 2338 11.23 10.41
AV-1 - Baseline 22900 -0.29 8.57

{continues)

! Means and standard deviations are weighted by ethnicity using the ethnicity distribution of participants randomized to CT.
% Factor VII C values greater than 300% are considered biologically implausible and are set to missing.
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Table 3.9 (continued}
Blood Specimen Analysis: DM Participants

Data as of: August 31, 2001

N Mean' S.D.!
Lipoproteins

Triglyceride (mg/dl)

Baseline 2395 156.02 8574

AV-1 2396 15855 86.46

AV-1 - Baseline 2391 234 55.06
Total Cholesterol (mg/dl)

Baseline 2395 22427 37.88

AV-1 2396 21774 3749

AV-1 - Baseline 2391 -6.58 26.73
LDL-C (mg/dl)

Bascline 2352 13363  34.81

AV-1 2354 12671 3421

AV-1 - Baseline 2328 -6.81 23.83
HDL-C (mg/di)

Baseline 2389 59.60 15.71

AV-1 2394 59.46 15.32

AV-1 - Baseline 2384 0.10 8.81
HDL-2 (mg/dl)

Baseline 2335 18.74 8.26

AV-1 2353 19.03 8.40

AV-1 - Baseline 2299 . 030 499
HDL-3 (mg/dl)

Baseline 2337 41.00 9.05

AV-1 2354 40.48 8.58

AV-1 - Baseline 2302 -0.52 5.56
Lp(a) (mg/d1)

Baseline 2364 2572  26.57

AV-1 2365 25.13  26.22

AV-1 — Baseline 2335 -0.57 10.11

! Means and standard deviations are weighied by ethnicity using the ethnicity distribution of participants randomized to CT.
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Table 3.10
Blood Specimen Analysis: American Indian/Alaskan Native Women

Data as of; August 31, 2001

N Mean S.D
Micronutrients

Alpha-Carotene (ug/mt)

Baseline 57 0.06 0.04

AV-1 57 0.06 0.05

AV-1 - Baseline 57 0.01 0.04
Beta-Carotene (pg/mi)

Baseline 57 0.27 0.26

AV-1 57 0.27 0.31

AV-1 — Baseline 57 0.00 0.20
Alpha-tocopherol (ng/ml)

Baseline 57 17.25 8.21

AV-1 ' 57 1825  9.62

AV-1 — Baseline 57 1.00 5.58
Gamma-tocopherol {pg/ml)

Baseline 57 2.21 1.26

AV-]1 57 1.80 1.23

AV-1 - Baseline 57 -0.41 0.84
Beta-Cryptoxanthine (ug/ml)

Baseline 57 0.06 0.04

AV-1 57 0.07 0.04

AV-1 - Baseline : 57 0.01 0.04
Lycopene (ug/mi)

Baseline 57 0.35 0.15

AV-1 57 0.36 0.16

AV-1 - Baseline 57 0.00 0.13

Lutein and Zeaxanthin (ug/ml)

Baseline 57 0.19 0.09

AV-1 57 020 010

AV-] - Baseline 57 0.0¢ 0.06
Retinol (ug/ml)

Baseline 57 0.61 0.15

AV-1 57 0.60 0.15

AV-1 — Baseline 57 -0.01 0.08

(continues)
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Table 3.10 (continued)
Blood Specimen Analysis: American Indian/Alaskan Native Women

Data as of: August 31, 2001

N Mean S.D
Clotting Factors
Factor VII Activity, Antigen (%)
Baseline 55 137.73 32.63
AV-1] 55 13842  30.97
AV-1 - Baseline 54 0.72 18.41
Factor VII C (%)
Baseline 55 128.87 28.01
AV-1 55 12693  26.60
AV-1 - Baseline 54 -2.04 14.64
Fibrinogen (mg/dl)
Baseline 55 307.22  67.64
AV-1 55 312.07 7637
AV-] - Baseline 54 4.89 54.99
Hormones/Other
Glucose (mg/dl)
Baseline 37 10542  27.56
AV-1 57 102.32 21.27
AV-1 - Baseline 5 -3.11 17.66
Insulin (WIU/ml)
Baseline 54 13.23 771
AV-1 55 12:14 6.21
AV-1 - Baseline 52 -1.10 4.70

(continues}

! Factor V11 C values greater than 300% are considered biologically implausible and are set to missing.
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Table 3.10 (continued)
Blood Specimen Analysis: American Indian/Alaskan Native Women

Data as of: August 31, 2001

N Mean S.D.
Lipoproteins

Triglyceride (mg/dl)

Baseline 56 172.61 7871

AV-1 56 17229  B88.89

AV-1 —Baseline 55 -1.87 52.17
Tota! Cholesterol {mg/dl)

Baseline 56 21995 37.05

AV-1 56 21145 37.03

AV-1 —Baseline 55 -7.84 23.63
LDL-C (mg/dl)

Baseline 55 12902 34,69

AV-1 53 123.87 33.30

AV-1 - Baseline 52 542 20.42
HDL-C (mg/dl)

Baseline 56 56.18 16.37

AV-1 56 55.61 15.35

AV-1 - Baseline 55 -0.07 7.51
HDL-2 (mg/dl)

Baseline 54 17.91 8.37

AV-1 : 55 17.27 7.87

AV-1 - Baseline 52 0.27 4.41
HDL-3 (mg/dl)

Baseline 55 38.89 8.48

AV.1 55 37.89 8.32

AV-1 - Baseline 53 -0.25 5.01
Lp(a) (mg/dl)

Baseline 55 19.60  20.26

AV-1 55 2022 19.98

AV-1 — Baseline 54 0.69 9.69
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Table 3.10 (continued)

Blood Specimen Analysis: Asian/Pacific Islander Women

Data as of: August 31, 2001

N Mean S.D.
Micronutrients

Alpha-Carotene (lg/ml)

Baseline 173 0.10 0.10

AV-1 173 0.10 0.10

AV-1 - Baseline 173 0.00 0.10
Beta-Carotene (Lg/mi)

Bascline 173 044 0.41

AV-1 173 0.48 0.53

AV-1 — Baseline 173 0.05 0.40

. Alpha-tocopherol (ug/ml) L

Baseline 173 19.19 9.77

AV-1 173 19.43 11.00

AV-1 — Baseline 173 0.24 6.70
Gamma-tocopherol (ug/ml)

Baseline 173 1.69 1.19

AV-1 173 1.31 0.98

AV-1— Baseline 173 -0.38 0.85
Beta-Cryptoxanthine (pg/ml)

Bascline 173 0.18 0.17

AV-1 173 0.19 0.18

AV-1 - Baseline 173 0.01 0.14
Lycopene (ug/ml)

Baseline 173 0.38 0.20

AV-1 173 0.36 0.19

AV-1 - Baseline 173 -0.02 0.18

Lutein and Zeaxanthin (ug/mib)

Baseline 173 0.27 0.12

AV-1 173 0.28 0.12

AV-1— Baseline 173 0.01 0.09
Retinol (pg/ml)

Baseline 173 0.61 0.15

AV-1 173 0.62 0.15

AV-1 - Baseline 173 0.01 0.09

{continues)
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Table 3.10 (continued)
Blood Specimen Analysis: Asian/Pacific Islander Women

Data as of: August 31, 2001

N Mean S.D
Clotting Factors
Factor VII Activity, Antigen (%)
Baseline 168 131.68 30.48
AV-1 165 130.78  29.41
AV-1 - Baseline 160 -0.50 20.53
| Factor VI1 C (%)’
' Baseline 168 12655 24.81
AV-1 165 12551  25.75
AV-1 - Baseline 160 -1.48 17.75
Fibrinogen {mg/dl)
Baseline 169 29237 57.49
AV-1 165 285.18 57.29
AV-1 - Baseline 161 -6.73 5328
Hormones/Other
Glucose (mg/dly
Baseline 173 100.50  18.39
AV-1 173 100.83  23.90
AV-1 - Baseline 173 0.32 19.33
Insulin (uIU/ml)
Baseline 169 10.28 5.76
AV-1 167 10.03 593
AV-1 - Baseline 163 -0.28 3.79

{continues)

! Factor VII C values greater than 300% are considered biologicatly implaunsible and are set to missing.

SADSMB\14_aug2001\Reporis\Annual3_aug01 .doc




‘WHI, Semi-Annual Progress Report

Page 3-40

Table 3.10 {(continued)
Blood Specimen Analysis: Asian/Pacific Islander Women

Data as of: August 31, 2001

N Mean S.D
Lipoproteins

Triglyceride (mg/dl)

Baseline 172 17298 9378

AV-1 173 173.16 94.65

AV-1 - Baseline 172 0.03 60.28
Total Cholesterol (mg/dl)

Baseline 172 22086 36.28

AV-1 173 213.32 3353

AV-1 - Baseline 172 -7.55 2443
LDL-C (mg/dl)

Bascline 166 128.52 3531

AV-1 167 12096 30.35

AV-1 ~ Baseline 163 -8.54 25.14
HDL-C (mg/dl)

Baseline 172 58.33 13.84

AV-1 173 59.65 13.97

AV-1 - Baseline 172 1.26 8.41
HDL-2 (mg/dl}

Baselinc 168 18.40 742

AV-1 171 19.38 7.30

AV-1 —Baseline 167 1.05 4.51
HDL-3 {mg/dl)

Baseline 168 40.17 8.10

AV-1 171 40.36 8.29

AV-] — Bascline 167 0.22 5.35
Lp(a) (mg/dl)

Baseline 169 18.46 16.87

AV-1 172 16.12 13.83

AV-1 - Baseline 169 -2.16 12.82
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Table 3.10 (continued)
Blood Specimen Analysis: Black/African American Women

Data as of: August 31, 2001

N Mean S5.D
Micronutrients

Alpha-Carotene {(pug/ml)

Baseline 662 0.06 0.06

AV-1 661 0.07 0.07

AV-1 - Baseline 661 0.00 0.06
Beta-Carotene (pg/ml)

Baseline 662 0.32 0.35

AV-1 661 0.32 0.30

AV-1 - Baseline 661 0.00 0.22
Alpha-tocopherol (ug/ml)

Baseline 662 14.05 6.14

AV-1 661 14.53 6.09

AV-1 - Baseline 661 0.49 4.74
Gamma-tocopherol (ug/ml)

Baseline 662 247 1.32

AV-1 -1 661 2.26 1.32

AV-1 — Baseline 661 -0.20 0.9
Beta-Cryptoxanthine (pg/ml)

Baseline 662 0.09 0.06

AV-1 661 0.09 0.06

AV-1 - Baseline 661 0.00 0.06
Lycopene (ptg/ml)

Baseline 662 0.39 0.21

AV-i 661 0.38 0.20

AV-1 - Baseline 661 -0.01 0.19

Lutein and Zeaxanthin {g/mi)

Baseline 662 0.24 0.11

AV-1 661 0.25 0.11

AV-1 - Baseline 661 0.01 0.08
Retinol (ug/ml)

Baseline 662 0.55 0.15

AV-] 661 0.55 0.14

AV-1—Baseline 661 0.01 0.09

{continues)
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Table 3.10 (continued)
Blood Specimen Analysis: Black/African American Women

Data as of: August 31, 2001

N Mezan S.D
Clotting Factors
Factor VII Activity, Antigen (%)
Baseline 641 1456 27.16
AV-1 645 11555 27.80
AV-1 - Baseline 625 1.01 20.67
Factor VII C (%)
Baseline 623 117.84 2976
AV-1 633 11592 2650
AV-1 - Baseline 600 -2.17 20.92
Fibrirogen (mg/d]) )
Baseline 641 322.81 6749
AV-1 646 320.36  67.18
AV-1 - Baseline 626 -3.27 49.35
Hormones/Other
Glucose (mg/dl)
Baseline 662 106.13 3486
AV-1 658 106.85  38.21
AV-1 - Baseline 658 0.78 26.73
Insulin (RIU/ml)
Baseline ! 654 1390 10.08
AV-1 652 13.91 11.05
AV-1 - Bascline 645 -0.21 6.18

(continues)

! Factor VII C values greater than 300% arc considered biologically implausible and are set to missing.
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Table 3.10 (continued)
Blood Specimen Analysis: Black/African American Women

Data as of: August 31, 2001

N Mean S.D
Lipoproteins

Triglyceride (mg/dl) ]

Baseline 662 117.39  51.60

AV-.1 661 11793 47.71

AV-1 - Baseline 661 0.59 36.51
Total Cholesterol (mg/dl)

Baseline 662 22005 4023

AV-1 661 216.80 41.72

AV-1 - Baseline 661 -3.28 26.06
LDL-C (mg/dl)

Baseline 662 137.68 37.91

AV-1 660 133.37 39.46

AV-1 - Baseline 660 -4.39 24.32
HDL-C (mg/dl)

Baseline 662 58.87 14.66

AV-1 661 5990 1499

AV-1 — Baseline 661 1.00 8.21
HDL-2 (mg/dl)

Baseline 653 18.70 1.75

AV-1 654 19.51 8.67

AV-1 — Baseline 646 078 5.00
HDL-3 (mg/dl)

Baseline 653 40.14 8.36

AV-1 654 40.33 7.97

AVY-1 - Baseline 646 0.14 5.18
Lp(a) (mg/dl)

Baseline 652 3762  27.74

AV-1 657 3783 2827

AV-1—Baseline 648 001 1167
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Table 3.10 (continued)
Blood Specimen Analysis: Hispanic/Latino Women

Data as of: August 31, 2001

N Mean S.D.
Micronutrients

Alpha-Carotene (ug/mb

Baseline : 259 0.09 0.10

AV-1 259 0.09 0.07

AV-1 - Baseline 259 0.00 0.10
Beta-Carotene (Jig/ml)

Baseline 259 0.30 042

AV-1 259 0.29 0.28

AV-1 — Baseline 259 -0.02 035
Alpha-tocopherol (png/ml)

Baseline 259 15.82 6.83

AV-1 259 17.07 172

AV-1— Baseline 259 1.25 5.96
Gamma-tocopherol (Lg/mi)

Baseline 259 2.10 1.34

AV-1 259 1.84 1.33

AV-1 - Bascline 259 -0.26 0.94
Beta-Cryptoxanthine (pg/ml)

Baseline 259 0.11 0.10

AV-1 259 0.11 0.10

AV-1 - Baseline 259 -0.0 0.09
Lycopene (ng/ml)

Baseline 259 042 0.20

AV-1 259 0.40 0.18

AV-1 - Bascline 259 -0.02 0.16

Lutein and Zeaxanthin (ug/ml)

Baseline 259 0.20 0.10

AV-1 259 0.20 0.10

AV-1 - Baseline 259 0.00 0.08
Retinol (jrg/ml)

Baseline 259 0.55 0.13

AV-1 259 0.56 0.13

AV-1 - Baseline 259 0.02 0.09

(continues)
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Table 3.10 (continued)

Blood Specimen Analysis: Hispanic/Latino Women

Data as of: August 31, 2001

N Mean S.D.
Clotting Factors
Factor VII Activity, Antigen (%)
Baseline 251 12221  27.55
AV-1 247 12400 28.68
AV-1 - Baseline 240 1.82 21.39
Factor VII C (%)
Baseline 244 121.06 27.22
AV-1 237 121.63  27.39
AV-1 - Baseline 228 0.28 21.13
Fibrinogen (mg/dl)
Baseline 251 30749 63.65
AV-1 246 30733 67.35
AV-1 - Baseline 239 -0.21 55.94
Hormones/Other
Glucose (mg/dl)
Baseline 258 102.58 3247
AV-1 258 10422 3485
AV-1 - Baseline 257 1.54 21.05
Insulin (uIU/ml)
Baseline 253 13.73 8.87
AV-1 256 13.33 11.94
AV-1 - Baseline 250 -0.44 8.86

! Factor VII C values greater than 300% are considered biclogically implausible and are set to missing.

(continues)
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Table 3.10 (continued)
Blood Specimen Analysis: Hispanic/Latino Women

Data as of: August 31, 2001

N Mean S.D.
Lipoproteins

Triglyceride (mg/dl)

Baseline 259 163.03 7544

AV-1 259 16546  77.05

AV-1 - Baseline 259 243 54,62
Total Cholesterol (mg/dl)

Baseline 259 21649 3595

AV-] -1 259 212.15 3584

AV-1 - Bascline 259 -4.34 25.16
LDL-C (mg/dl)

Baseline * 255 129.87 3298

AV-1 254 124.56  33.61

AV-1 - Baseline 252 -5.70 2253
HDL-C (mg/dIl)

Baseline 259 54.18 12.37

AV-1 259 55.54 12.60

AV-1 - Baseline 259 1.37 7.86
HDL-2 {mg/dl)

Baseline 256 16.17 6.60

AV-] 256 16.93 6.85

AV-1 - Baseline 254 0.78 4.83
HDL-3 (mg/dl)

Baseline 256 37.94 7.53

AV-1 256 38.61 1.57

AV-1—Baseline 254 0.67 5.13
Lp(a) (mg/dl)

Baseline 259 2031  23.07

AV-1 255 1915 2012

AV-1 - Baseline 255 -0.98 7.89
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Table 3.10 (continued)
Blood Specimen Analysis: White Women

Data as of: August 31, 2001

N Mean S.D.
Micronutrients
Alpha-Carotene (pug/ml}
Baseline 1198 0.08 0.08
AV-1 1201 0.08 0.07
AV-1-Baseline 1196 0.00 0.06
Beta-Carotene ([Lg/ml)
Baseline 1198 0.30 0.27
AV-1 1201 030 0.27
AV-1 - Baseline 1196 0.01 0.21
| Alpha-tocopherol (ug/ml)
Baseline 1198 16.36 6.87
AV-1 1201 17.16 7.43
| AV-1 — Bascline 196 078 545
Gamma-tocopherol (jlg/ml)
Baseline 1198 2.19 1.44
AV-1 1200 1.80 1.29
AV-1—Bascline 1195 -(.39 0.93
Beta-Cryptoxanthine (ug/ml)
Bascline 1198 0.08 0.06
AV-1 1200 0.09 0.07
AV-1 - Baseline 1195 0.00 0.05
Lycopene (ug/ml)
Baseline 1198 0.42 0.19
AV-1 1201 041 0.19
AV-1— Baseline 1196 -0.01 0.16
Lutein and Zeaxanthin (pg/ml)
Baseline 1198 0.21 0.10
AV-1 1201 0.21 0.10
AV-1 - Baseline 1196 0.00 0.07
Retinol (pg/ml)
Baseline 1198 0.63 0.15
AV-1 1201 0.63 0.15
AV-1 - Baseline 1196 0.00 0.10

{continues)
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Table 3.10 (continued)
Blood Specimen Analysis: White Women

Data as of: August 31, 2001

N Mean S.D.
Cletting Factors
Factor VII Activity, Antigen (%)
Baseline 1161 13334  33.08
AV.] 1147 13297 33.16
AV-1 - Baseline 1124 -0.48 22.68
Factor VII C (%)
Baseline 1143 131.53  30.76
AV-1 1139 128.86 30.66
AV-1 - Baseline 1098 -3.15 22.73
Fibrinogen (mg/dl)
Baseline 1154  297.04 59.63
AV-1 1141 29470 5847
AV-1 - Bascline 1112 -220 4935
Hormones/Other
Glucose (mg/dl)
Baseline 1199 99.28 2524
AV-1 1197 97156 2391
AV-1 - Baseline 1193 -1.71 17.74
Insulin (uIU/ml)
Baseline 1167 11.12 6.88
AV-1 1161 1082 10.35
AV-1 - Baseline 1133 -0.30 8.97

! Factor VII C values greater than 300% are considercd biologically implausible and arc set to missing.

{continues)
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Table 3.10 (continued)
Blood Specimen Analysis: White Women

Data as of: August 31, 2001

N Mean S.D.
Lipoproteins

Trglyceride {mg/dl)

Baseline 1200 15977 B8B.05

AV-1 1201 16271  89.09

AV-]1 - Baseline 1198 273 56.80
Total Cholesterol (mg/dl)

Baseline 1200 22530 3765

AV-1 1201  218.26  37.10

AV-1 - Baseline ' 1198 -7.10 26,95
LDL-C {(mg/dl)

Baseline 1170 13348 3442

AV-1 1174 12611  33.53

AV-1 - Baseline 1157 -7.18 23.80
HDL-C (mg/dl)

Baseline 1194 60.04 15.97

AV-1 1199 59.63 15.50

AV-1 — Baseline 1191 -0.37 892
HDL-2 (mg/dl)

Baseline 1158 18.88 837

AV-1 : 1171 19.07 8.44

AV-1 - Baseline 1134 0.19 4.99
HDL.-3 (mg/dl)

Baseline 1159 4132 9.21

AV-1 1172 40.63 8.71

AV-1 - Baseline 1136 0.70 5.62
Lp(a) (mg/dl)

Baseline 1182 2479 2644

AV-1 1181 24.21 26.13

AV-1 - Baseline 1164 -0.59 9.91
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Table 3.10 (continued)
Blood Specimen Analysis: Other/Unspecified Women

Data as of: August 31, 2001 ) |

. N Mcan S.D.
Micronutrients

Alpha-Carotene (ug/ml)

Baseline 47 008 008

AV-1 47 0.08  0.08 |

AV-1 - Baseline 47 0.00 0.06
Beta-Carotene (ug/ml)

Baseline ' 47 0.27 0.22

AV-1 47 0.28 0.21

AYV-1 - Baseline 47 0.01 0.13
Alpha-tocopherol (Lg/ml)

Baseline 47 17.39 9.53

AV-1 47 17.11 9.50

AV-1 - Baseline 47 -0.27 6.60
Gamma-tocopherol (ug/ml)

Baseline 47 2.14 117

AV-1 47 2.01 1.06

AV-1 — Bascline 47 -0.13 0.76
Beta-Cryptoxanthine (ug/ml)

Baseline 47 0.11 0.12

AV-1 47 0.10 0.06

AV-1 - Baseline 47 -0.01 0.08
Lycopene (ug/ml)

Baseline 47 0.41 0.19

AV-1 47 040 0.20

AV.] - Baseline 47 0.00 0.18

Lutein and Zeaxanthin (jg/ml)

Baseline 47 0.22 0.12

AV-1 47 0.23 0.16

AV-1 - Baseline 47 0.01 0.10
Retinol (pg/ml)

Baseline 47 0.58 0.18

AV-1 47 0.59 015

AV-1 - Baseline 47 0.00 0.11

{continues)
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Table 3.10 (continued)
Blood Specimen Analysis: Other/Unspecified Women

Data as of: August 31, 2001

N Mean S.D
Clotting Factors
Factor VII Activity, Antigen (%)
Baseline 47 122.11  2B.69
AV-1 45 117.58  27.66
AV-1 - Basehne 45 -2.40 24.80
Factor VII C (%)
Baseline 47 12379 30.04
AV-1 44 12057 24.77
AV-1 - Baseline 44 0.16 22.00
Fibrinogen (mg/dl)
Baseline 47 308.19 66.86
AV-1 45 29929 6483
AV-1 - Baseline 45 -8.87 40.15
Hormones/Other
Glucose (mg/dl)
Baseline 47 100.15 25.64
AV-1 47 100.81 25.69
AV-1 - Baseline 47 0.66 11.98
Insulin (uIUJ/ml)
Baseline 47 10.28 6.10
AV-1 47 10.76 5.66
AV-1 - Baseline 47 0.48 3.31

{continues)

! Factor VII C values greater than 300% are considered biologically implausible and are set to missing.
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Table 3.10 (continued)
Blood Specimen Analysis: Other/Unspecified Women

Data as of: August 31, 2001

N Mean S.D
Lipoproteins

Triglyceride (mg/dl)

Baseline 46 16233 103.41

AV-1 46 158.20 77.22

AV-1 - Baseline 46 -4.13 60.55
Total Cholesterol (mg/dl)

Baseline 46 231.04 37.16

AV-1 46 22889 3503 ’

AV-1 - Baseline 46 -2.15 26.65
LDL-C (mg/dl) |

Baseline 44 139.02 35.27

AV-1 46 136.24  34.66

AV-1 - Baseline 44 -1.02 24.64
HDL-C (mg/dl)

Baseline 46 60.04 17.19

AV-1 46 6093 15.78

AV-1 - Baseline 46 0.89 9.97
HDL-2 (mg/dl)

Baseline 46 20,17 11.00

AV-1 46 2043 10.39

AV-1 - Baseline 46 0.26 6.47
HDL-3 (mg/dl) .

Baseline 46 39.87 7.61

AV-1 46 40.50 7.06

AV-1 - Baseline 46 0.63 5.98
Lp(a) (mg/dl)

Baseline 47 24.60 30.87

AV-1 45 2138 2098

AV-1 — Baseline 45 -0.62 9.18
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Table 3.11°
Bone Mineral Density’ Analysis: DM Participants

Data as of: August 31, 2001

N Mean S.D.
Whole Body Scan
Baseline 3619 1.03 0.11
AV1 - 3274 1.03 0.11
AV3 3096 1.04 0.11
AVE 1393 1.06 0.13
AV1 % Change from baseline BMD? 3246 018 249
AV3 % Change from bascline BMD? | 3070 1.29 3.60
AV6 % Change from baseline BMD* 1376 2.56 5.23
Spine Scan
Baseline 3532 0.959 0.17
AVl 3199 1.00 0.17
AV3 3025 1.01 0.17
AV6 1373 1.01 0.17
AV1 % Change from baseline BMD? 3177 0.73 3.83
AV3 % Change from baseline BMD? 3004 2.13 5.23
AV6 % Change from bascline BMD* 1362 3.31 6.72
Hip Secan
Baseline 3618 0.87 0.14
AV] 3273 0.87 0.14
AV3 3095 0.88 0.14
AVH 1409 0.88 0.14
AV1 % Change from baseline BMD? 3252 -0.04 2.76
AV3 % Change from baseline BMD® | 3068 0.99 4.16
AV6 % Change from bascline BMD* | 1395 1.07 5.07

! Measured in {g/cm®).

* AV1 % Change from baseline BMD is defincd as ((AV1-Baseline)/Baseline)x100.
TAVI % Change from baseline BMD is defined as ((AV3-Baseline)/Baseline)x100.
* AV6 % Change from baseline BMD is defined as ((AV6-Baseline)/Baseline)x100.
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Table 3.12
Bone Mineral Density' Analysis: DM Participants by Race/Ethnicicty

Data as of: August 31, 2001 |

Black/African
American Hispanic/Latino White
N Mean S.D. N Mean S.D. N Mean SD.
Whole Body Scan :
Baseline 582 107 011 195 1.05 011 2785 101 0.11
AV1 . 512 1.09 011 152 1.05 011 257 101 0.10
AV3 ) _ 496 110 0.12 152 1.05 012 2406 103 011
AVH ) ’ 150 110 0.11 51 110 014 1166 105 012

AV1 % Change from baseline BMD? 506 099 296 151 -033 224 2547 Q.06 237
AV3 % Change from baseline BMD? 491 203 295 151 065 445 2387 119 365
AV6 % Change from baseline BMD* 149 031 346 31 410 6314 1151 278 529

Spine Scan
Baseline 577 107 018 190 098 016 2708 098 0.16
AVl 507 1.08 018 148 098 0.16| 2501 098 0.16
AV3 492 109 0.19 149 096 0.15]| 2342 1.00 0.17
AVE 153 1.12 019 48 096 0.15| 1146 100 0.17

AV1 % Change from baseline BMD? 502 0.81 431 147 015 436] 2486 075 367
AV3 % Change from baseline BMD? 488 2,11 526 148 -0.11 624} 2327 230 5.13
AV6 % Change from baseline BMD* 152 209 7.11 48 123 6.74| 1137 358 6.65

Hip Scan : :
Baseline 584 097 0.15 195 088 014 | 2782 085 0.13
AV1 514 098 0.15 152 088 014 | 2564 085 0.13
AV3 497 099 Q.15 152 088 0.15| 2404 086 0.13
AV6 135 099 0©0.15 51 088 01s5| 1177 087 0.13

AV1 % Change from baseline BMD? 510 085 287 151 -062 294 2549 -0.18 2.67
AV3 % Change from baseline BMD’ 493 141 3382 150 080 576 2384 091 4.08
AV6 % Change from baseline BMD? 154 -1.18 507 50 136 506 1166 135 498

! Measured in (gfcmz).

2 AV1 % Change from baseline BMD is defined as ({AV 1-Baseline)/Baseline)x100.
* AV3 % Change from bascline BMD is defined as ({AV3-Baseline)/Baseline)x 100.
* AV6 % Change from baseline BMD is defined as ({AV6-Baseline)/Baseline)x 100,
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Table 3.13
Adherence to Follow-up Contacts

Data as of: August 31, 2001
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SAVI AV sAV2 AV2 5AV3 AV3 SAV4 AV SAVS AVS SAVE AV6 SAV? AVT
Yislt
Due Conducted Conducted in window
Contact N N %% N . %
Semi-Annual Contact 1 Intervention 19542 18630 953 14153 72.4
Control 29204 27867 95.1 200990 71.7
Annual Visit 1 Intervention 19542 18887 96.6 15198 77.8
Control 29294 28021 95.7 22054 75.3
Semi-Annual Contact 2 Intervention 19542 18067 92.5 13450 63.8
Control 29294 27082 924 20435 69.8
Annual Visit 2 Intervention 19542 18339 93.8 14066 720
Control 29204 27508 93,9 21242 72.5
Semi-Annual Contact 3 Intervention 19542 17777 91.0 12295 629
Contro] 29294 26857 91.7 18980 64.8
Annual Visit 3 Intervention 19539 18247 934 13262 67.9
Control 29289 27487 938 20255 69.2
Semi-Annual Contact 4 Intervention 18100 16276 399 10538 58.2
Control 27154 24757 91.2 16458 60.6
Annual Visit 4 Intervention 15679 14342 91.5 10011 63.8
Control 23494 21733 92.5 15721 66.9
Semi-Annual Contact 5 Intervention 12709 11416 §9.8 7144 56.2
Control 19045 17439 91.6 11190 58.8
Annual Visit 5 Intervention 9530 8673 91.0 5976 62.7
Control 14314 13153 91.9 9427 65.9
Semi-Annual Visit 6 Intervention 6659 5931 89.1 3457 51.9
Control 9951 9053 91.0 5461 54.9
Annual Visit 6 Intervention 4372 3939 90.1 2618 59.9
Control 6531 5980 91.6 4067 62.3
Semi-Annual Visit 7 Intervention 2690 2373 88.2 1260 46.8
Control 4017 3605 89.7 1926 47.9
Annual Visit 7 Intervention 1322 1158 87.6 759 574
Control 1998 1765 88.3 1203 60.2
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Table 3.14

Lost-to-Follow-up and Vital Status: DM Participants

Data as of: August 31, 2001

DM Participants

(N = 48,836)
N %
Vital Status/Participation

Deceased 859 20
Alive: Current Participation’ 45144 92.4
Alive: Recent Participation® 1037 2.1
Alive: Past/Unknown Parli:cipa.tion3 54 0.1
Stopped Follow-Up* 936 19
Lost to Follow-Up 706 1.4

! Participants who have filled in a Form 33 within the last 9 months.
? Participants who last filled in a Form 33 between 9 and 18 months ago.

? Participiants without a Form 33 within the last 18 months, who have been located (as indicated on Form 23) within the last 6 months.

4 Participants with codes 5 (no follow-up) or 8 (absolutely no follow-up) on Form 7.
% Participants not in any of the above categeries.
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Table 3.15
Locally Verified Outcomes (Annualized Percentages) by Age for Dietary Medification
Data as of: August 31, 2001
Age

Outcome Total 50-54 55-59 60-69 70-79
Number randomized 48836 6961 11042 22715 8118
Mean follow-up {months) 56.3 62.6 58.5 54.2 338
Cancer
Breast cancer’ 1071 (0.47%) 117 (0.32%) 248 (0.46%) 514 (0.50%) 192 (0.53%)

Invasive breast cancer 849 (0.37%) 82 (0.23%) 199 (0.37%) 413 (0.40%) 155 (0.43%)

Non-invasive breast cancer 233 (0.10%) 35 (0.10%) 53 (0.10%) 106 (0.10%) 39 (0.11%)
Ovary cancer 105 (0.05%) 17 {0.05%) 20 (0.04%) 43 (0.04%) 25 (0.07%)
Endometrial cancer’ 145 (0.11%) 20 (0.10%) 35 (0.11%) 61 (0.11%) 29 (0.15%)
Colorectal cancer 272 (0.12%) 18 (0.05%) 46 (0.09%) 137 (0.13%) 71 (0.19%)
Other cancer® 1027 (0.45%) 90 (0.25%) 169 (0.31%) 513 (0.50%) 255 (0.70%)
Total cancer 2556 (1.12%) 256 (0.71%) 502 (0.93%) 1240 (1.21%) 558 (1.53%)
Cardiovascular
CHD* 637 (0.28%) 39 (0.11%) 75 (0.14%) 304 (030%) 219 (0.60%)

CHD death® 122 (0.05%) 7 (0.02%) 12 (0.02%) 55 (0.05%) 48 (0.13%)

Total MI® 557 (0.24%) 33 (0.09%) 67 (0.12%) 266 (0.26%) 191 (0.52%)

Clinical MI 335 (0.23%) 28 (0.08%) 66 (0.12%) 255 (0.25%) 186 (0.51%)
Evolving Q-wave MI” 34 (0.01%) 6 (0.02%) 2 (<0.01% 17 (0.02%) 9 (0.02%)

Possible evolving Q-wave Mr 122 (0.05%) 12 (0.03%) 23 (0.04%) 55 (0.05%) 32 (0.09%)
Angina 936 (0.41%) 55 (0.15%) 121 (0.22%) 481 (0.47%) 279 (0.77%)
CABG/PTCA 852 (0.37%) 40 (0.11%) 113 (0.21%) 433 (0.42%) 266 (0.73%)
Carotid artery disease 166 (0.07%) 6 (0.02%) 20 (0.04%) 77 (0.08%) 63 (0.17%)
Congestive heart failurc 479 (0.21%) 25 (0.07%) 50 (0.09%) 213 (0.21%) 191 (0.52%)
Stroke 490 (0.21%) 24 (0.07%) 44 (0.08%) 222 (0.22%) 200 (0.55%)
PVD 117 (0.05%) 4 (0.01%) 14 (0.03%) 55 (0.05%) 44  (0.12%)
CHD‘IPossibleevolving Q-wave MI 738 (0.32%) 51 (0.14%) 93 (0.17%) 347 (0.34%) 247 (0.68%)
Coronary diseasc® 1926 (0.84%) 119 (0.33%) 243 (0.45%) 956 (0.93%) 608  (1.67%)
Total cardiovascular disease 2548 (1.11%) 147 (0.40%) 305 (0.57%) 1252 (1.22%) 844 (2.32%)
Fractures )
Hip fracture 192 (0.08%) 7 (0.02%) 17 (0.03%) 79 (0.08%) 89 (0.24%)
Vertebral fracture 225 (0.10%) 10 (0.03%) 23 (0.04%) 95 (0.09%) 97 (0.27%)
Other fracture 2969 (1.30%) 369 (1.02%) 591 (110%) 1405 (1.37%) 604  (1.66%)
Total fracture 3288 (1.43%) 383 (1.06%) 626 (1.16%) 1538 (1.50%) 741 (2.03%)
Deaths
Cardiovascular deaths 264 (0.12%) 12 {0.03%) 21 (0.049%) 122 (0.12%) 109 (0.30%)
Cancer deaths 448 (0.20%) 27 (0.07%) 57 (0.11%) 226 (0.22%) 138 (0.38%)
Deaths: other known cause 125 (0.05%) 8 (0.02%) 17 (0.03%) 49 (0.05%) 51 (0.14%)
Deaths: unknown cause 122 (0.05%) 9 (0.02%) 11 {0.02%) 61 (0.06%) 41 (0.11%)
Deaths: not yet adjudicated 76 (0.03%) 6 (0.02%) 4 (0.01%) 39 (0.04%) 27 (0.07%)
Total death 959 (0.42%) 56 (0.15%) 106 (0.20%) 458 (0.45%) 3319 (0.93%)

' Excludes four cases with borderline malignancy.

% Only women without a baseline hysterectomy are used to compute the annual rates of endometriat cancer.
¥ Only one report of "other cancer™ or "other fracture” is counted per woman; however, the first other cancer or other fracture of each type is adjudicated. Excludes

non-melanoma skin cancer and fractures indicated as pathologicat.
* “CHD" includes clinical ML, evolving Q-wave M1, and CHD death. This definition has changed slightly from the Febroary 2001 report.
# “CHD death” includes definite and possible CHD death. This definition has changed slightly from the Febraary 200! report.

¢ “Total MI” includes clinical MI and evolving Q-wave ML

? Only women with a follow-up ECG are used to compute the annual rates for {possible} evolving Q-wave Mls.
¥ "Coronary disease” includes clinical ML evolving Q-wave MI, possible evolving Q-wave M1, CHD death, angina, congestive heart failure, and CABG/PTCA.
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Table 3.15 (continued)

Locally Verified Outcomes (Annualized Percentages) by Race/Ethnicity for Dietary Modification

Data as of: August 31, 2001

Race/Ethnicity
American
Indian/Alaskan Asian/Pacific Black/African Hispanic/ Other/

Qutcome Native Islander American Latino White Unspecified
Number randomized 202 1105 5262 1845 39763 659
Mean follow-up {months) 554 52.6 549 523 56.9 52.0
Cancer
Breast cancer’ 2 (0.21%) 22 (045%) 67 (0.28%) 24 (0.30%) 947 (0.50%) 9 (0.32%)

Invasive breast cancer 2 (0.21%) 19 (0.39%) 52 (0.22%) 18 (0.22%) 753 (0.40%) 5 (0.18%)

Non-invasive breast cancer 0 (0.00%) 3 (0.06%) 17 (0.07%) 6 (0.07%) 203 (0.11%) 4 (0.14%)
Ovary cancer 2 (0.21%) 1 (0.02%) 10 (0.04%) 2 (0.02%) B8 (0.05%) 2 (0.07%)
Endometrial cancer’ 0 (0.00%) 1 (0.03%) 11 (0.10%) 7 (0.16%) 124 (0.11%) 2 (0.12%)
Colorectal cancer 2 (0.21%) 5 (0.10%) 35 (0.15%) 13 (0.16%) 213 (0.11%) 4 (0.14%)
Other cancer’ 2 (021%) 13 (0.27%) 76 (0.32%) 23 (029%) 901 (048%) 12 (0.42%)
Total cancer 8 (0.86%) 42 (0.87%) 195 (0.81%) 65 (0.81%) 2221 (1.18%) 25 (0.88%)
Cardiovascular
CHD*? 1 (0.11%) 4 (0.08%) 61 (0.25%) 10 (0.12%) 556 (0.29%) 5 (0.18%)

CHD death® 0 (0.00%) 0 (0.00%) 17 (0.07%) 1 (0.01%) 102 (0.05%) 2 (0.07%)

Total MF 1 (0.11%) 4 (0.08%) 52 (0.22%) 10 (0.12%) 485 (0.26%) 5 (0.18%)

Clinical M1 1 (0.11%) 4 (0.08%) 48 (0.20%) 10 (0.12%) 468 (0.25%) 4 (0.14%)
Evolving Q-wave mr’ 0 (0.00%) 0 (0.00%) 4 (0.02%) 0 (0.00%) 29 (0.02%) 1 (0.04%)

Possible evolving Q-wave MI’ 1 (0.11%) 3 (0.06%) 14 (0.06%) 2 (0.02%) 101 (0.05%) 1 (0.04%)
Angina 2 (021%) 12 (0.25%) 125 (0.52%) 25 (031%) 761 (0.40%) 11 (0.39%)
CABG/PTCA 1 (0.11%) 7 (0.14%) 75 (0.31%) 18 (0.22%) 746 (0.40%) 5 (0.18%)
Carotid artery disease 2 (0.21%) 3 (0.06%) 15 (0.06%) 1 (0.01%) 143 (0.08%) 2 (0.07%)
Congestive heart failure 0 (0.00%) 1 (0.02%) 82 (0.34%) 11 (0.14%) 378 (0.20%) 7 (0.25%)
Stroke 3 (0.32%) 13 (0.27%) 60 (0.25%) 10 (0.12%) 396 (0.21%) 8 (0.28%)
PVD 1 (0.11%) 0 (0.00%) 25 (0.10%) 1 (0.01%) 88 (0.05%) 2 (0.07%)
CHD*/Possible evolving Q-wave MI 2 (0.21%) 7 (0.14%) 74 (0.31%) 12 (0.15%) 637 (0.34%) 6 (0.21%)
Coronary disease® 4 (043%) 19 (0.39%) 250 (1.04%) 47 (0.58%) 1584 (0.84%) 22 (0.77%)
Teotal cardiovascular disease 10 (1.07%) 33 (0.68%) 322 (1.34%) 58 (0.72%) 2094 (1.11%) 31 (1.09%)
Fractures o
Hip fracture 0 (0.00%) 0 (0.00%) 6 (0.02%) 1 (0.01%) 183 (0.10%) 2 (0.07%)
Vertebral fracture 0 (0.00%) 5 (0.10%) 1 (<0.01% 5 (0.06%) 212 (0.11%) 2 (0.07%)
Other fracture® 11 (1.18%) 46 (0.95%) 167 (0.69%) 69 (0.86%) 2645 (1.40%) 31 (1.09%)
Total fracture 11 (L.18%) 51 (1.05%) 173 (0.72%) 73 (091%) 2945 (1.56%) 35 (1.23%)
Deaths
Cardiovascular deaths 1 (0.11%) 3 (0.06%) 37 (0.15%) 3 (0.04%) 216 (0.11%) 4 (0.14%)
Cancer deaths 1 (0.11%) 3 (0.06%) 39 (0.16%) 9 (0.11%) 389 (0.21%) 7 (0.25%)
Deaths: other known cause 4 (043%) 0 (0.00%) 20 (0.08%) 2 (0.02%) 97 (0.05%) 2 (0.07%)
Deaths: unknown cause 0 (0.00%) 5 (0.10%) 12 (0.05%) 6 (0.07%) 99 (0.05%) 0 (0.00%)
Deaths: not yet adjudicated 0 (0.00%) 5 (0.10%) 6 (0.02%) 5 (0.06%) 60 (0.03%) 0 (0.00%)
Total death 6 (0.64%) 11 (0.23%) 108 (0.45%) 20 (0.25%) 801 (0.42%) 13 (0.46%)

! Excludes four cases with borderline malignancy.

? Only women without a baseline hysterectomy are used to compute the annual rates of endometrial cancer.

* Only one report of “other cancer” or "other fracture” is counted per woman; however, the first other cancer or other fracture of each type is adjudicated. Excludes

non-metanoma skin cancer and fractures indicated as pathelogical.
4 “CHD” includes clinical M1, evolving Q-wave M1, and CHD death. This definition has changed slightly from the February 2001 report.
3 “CHD death” includes definite and possible CHD death, This definition has changed slightly from the February 2001 report.
¢ “Total MT” includes clinical M1 and evolving Q-wave M1 )
7 Only women with a follow-up ECG are used to compute the annval rates for (possible) evolving Q-wave Mls.
* “Coronary disease” includes clinical M, evolving Q-wave M, possible evolving Q-wave MI, CHD death, angina, congestive heart failure, and CABG/PTCA.
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Table 3.16

Counts (Annualized Percentages) of Participants with Self-Reported Qutcomes by Age and Race/Ethnicity
for DM Participants who did not report a prevalent condition at baseline

Data as of: August 31, 2001

Age
Qutcome Total 50-54 §5-59 60-69 70-79
Number randomized 48836 6961 11042 22715 8118
Mean follow-up (months) 56.3 62.6 58.5 542 538
Hospitalizations
Ever 16273 (7.10%)| 1739 (4.79%) 3063 (5.69%) 7844 (7.64%) 3627 (9.96%)
Two or more 6863 (2.99%) 636 (1.75%) 1160 (2.15%) 3269 (3.19%) 1798 (4.94%)
Other
DVT 292 (0.13%) 20 (0.06%) 46 (0.09%) 137 (0.14%) 89 (0.26%)
Pulmonary embolism 172 (0.08%) 10 (0.03%) 29 (0.05%) 86 (0.08%) 47 {0.13%)
Diabetes (treated) 1967 (0.90%) 277 (0.78%) 449 (0.86%) 906 (0.93%) 335 (097%)
Gallbladder disease® 2321 (1.21%) 357 (1.10%) 543 (1.18%) 1083 (1.29%) 338 (1.15%)
Hysterectomy 947 (0.73%) 143 (0.70%) 218 (0.67%) 435 (0.76%) 151 (0.76%)
Glaucoma 2855 (1.29%) 286 (0.80%) 547 (1.04%) 1408 (1.43%) 614 (1.82%)
Osteoporosis 6072 (2.81%) 604 (1.70%) 1057 (2.03%) 3054 (3.18%) 1357 (4.17%)
Osteoarthritis® 5876 (4.23%) 818 (3.11%) 1324 (3.68%) 2748 (4.68%) 986 (5.49%)
Rheumatoid arthritis 1706 (0.77%) 242 (0.68%) 389 (0.74%) 714 (0.79%) 301 (0.87%)
Intestinal polyps 4025 (1.89%) 496 (1.41%) 882 (1.72%) 1981 (2.10%) 666 (2.05%)
Lupus 279 (0.12%) 47 (0.13%) 61 (0.11%) 136 (0.13%) 35 (0.10%)
Kidney stones’ 647 (0.38%) 87 (034%) 146 (0.37%) 317 (0.40%) 97 (0.35%)
Cataracts® 8600 (5.51%) 479 (1.85%) 1332 (3.39%) 4812 (6.76%) 1977 (10.03%)
Pills for hypertension 7153 (4.46%) 972 (3.32%) 1612 (3.96%) 3312 (4.81%) 1257 (5.82%)
Race/Ethnicity
Am Indian/
Alaskan  Asian/Pacific Black/African Hispanic/ Other/
Outcomes Native Islander American Latino White Unspecified
Nuamber randomized 202 1105 5262 1845 39763 659
Mean follow-up (months) 554 52.6 549 523 56.9 52.0
Hospitalizations
Ever 39 (6.33%) 215 (4.44%) 1732 (7.20%) 501 (6.24%) 13573 (7.20%) 193 (6.76%)
Two or more 34 (3.65%) 71 (147%) 749 (3.11%) 193 (240%) 5739 (3.04%) 77 (2.70%)
Other
DVT 0 (0.00%) O (0.00%) 25 (0.i1%) 4 (0.05%) 260 (0.14%) 3 (0.11%)
Pulmonary embolism I 011%) 1 (0.02%) 13 (0.05%) 2 (0.02%) 151 (0.08%) 4 (0.14%)
| Diabetes (treated) 13 (1.50%) 56 (1.23%) 391 (1.83%) 108 (1.43%) 1372 (0.75%) 27 (1.00%)
| Gallbladder disease? 10 (1.51%) 37 (0.85%) 187 (0.87%) 87 (143%) 1969 (1.26%) 31 (1.27%)
| Hysterectomy 3 (0.68%) 18 (059%) S8 (0.54%) 26 (0.61%) 838 (0.76%) 4 (0.25%)
| Glaucoma 13 (1.46%) 57 (1.22%) 407 (1.81%) 97 (1.25%) 2249 (1.23%) 32 (1.19%)
; Osteoporosis 26 (2.93%) 132 (2.88%) 312 (1.35%) 214 (286%) 5305 (299%) 83 (3.14%)
| Osteoarthritis® 27 (5.14%) 126 (3.65%) 604 (4.25%) 250 (4.66%) 4792 (4.22%) 77 (4.46%)
Rheumatoid arthritis 14 (1.68%) 30 (0.64%) 309 (1.37%) 140 (1.83%) 1184 (0.65%) 29 (1.07%)
Intestinal polyps 24 (2.80%) 84 (1.89%) 428 (1.90%) 131 (1.71%) 3295 (1.88%) 63 (2.40%)
Lupus 3 (033%) 3 (0.06%) 39 (0.16%) 7(0.09%) 224 (0.12%) 3 (0.11%)
Kidney stones’ 4 (0.60%) 13 (0.35%) 62 (0.35%) 34 (0.55%) 524 (0.37%) 10 (0.46%)
Cataracts® 37 (6.02%) 174 (5.15%) 818 (4.97%) 288 (4.91%) 7158 (5.60%) 125 (6.34%)
Pills for hypertension 31 (5.17%) 156 (4.80%) 819 (6.78%) 295 (4.93%) 5767 (4.22%) 85 (4.40%)

! Inpatient DVT only.
2 “Gallbladder disease” includes sekf-reports of both hospitalized and non-hospitalized events.
? These outcomes have not been self-reported on al versions of Form 33. The annualized percentages are corrected for the differcnt amounts of follow-up.
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WHI, Semi-Annual Progress Report
Table 3.17
Sensitivity of DM Study Power to Adherence Assnmptions
Percentage of Cases’ Power (%)
Intervention
Outcome Year Effect! (%) Control Intervention Design2 Revised’
Breast
Cancer
2001 11 -1.98 1.86 28 18
12 1.99 1.85 35 22
14 1.99 1.83 44 27
2004 11 2.86 2.61 63 46
12 2.86 2.57 75 56
14 2.86 2.54 67
Colorectal
Cancer
2001 18 1.08 097 37 18
20 1.08 096 45 21
22 1.09 095 52 25
2004 i8 1.64 1.40 83 51
20 1.63 1.37 60
22 1.63 1.24 95 69

! Intervention Effects and Percentage of Cases are shown for original Design assumptions. The other adherence patterns would produce greater incidence rates in

Intervention women and a comresponding reduction in the estimated treatment effect.
2 C-1% Energy from fat: 13% at AV-1, 11% at year 10
} C-1% Energy from fat: 11% at AV-1, 9% at year 10, 8.5 follow-up years, using observed control rates for years 1-5 and adjusiment toward design rates

thereafter.
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4.1

4.2

CaD Component

Recruitiment

Table 4.1 presents the final sample size for number of women randomized in the Calcium and
Vitamin D component of the WHI Clinical Trial. A total of 36,282 women have been
randomized which is 80.6% of the overall goal of 45,000. The age distribution of the CaD trial
participants is somewhat younger than anticipated in the design assumptions for the trial.
Seventeen percent of women randomized are aged 70-79 years compared with the demgn
assumption of 25%.

Adherence

Table 4.2 presents rates of follow-up, stopping intervention and pill collection, and adherence
to pill taking by visit schedule for all CaD participants. The adherence summary for all CaD
participants, defined as those women known to be consuming 80% or more of the prescribed
dose, has remained steady since the last report (see Figure 4.1) and is now 57%-63%
(adherence summary was 58%-63% in the last progress report). At AV-3, which is nearly
complete, 97% of visits due have been conducted, 94% of women continue to take CaD study
medication, and 91% completed the pill collection procedure. The adherence summary remains
low primarily because about 20-30% of women on study medication take less than 80% of their
CaD pills.

Table 4.3 summarizes interval and cumulative drop-out rates in comparison to the original
design assumptions. The criginal power calculations for CaD assumed a 6% drop-out rate in
year 1 and a 3% per year drop-out rate thereafter. An independent lost-to-follow-up rate of 3%
per year was also incorporated, resulting in approximately 8.8% stopping intervention in year 1
and 5.9% in subsequent years. Our current data suggest the drop-out rates are somewhat higher
than projected at AV-2 and AV-3, and then lower (absolute difference of 1-3%) than projected
at AV-4 - AV-7. By AV-6, the observed cumulative rate of stopping, death, or loss-to-follow-
up is 28.9% which is 0.4% lower than the design-projected cumulative drop-out rate of 28.5%.

Figure 4.1 shows the CaD adherence summary over six menth periods from the present period
ending August 31, 2001 to September 1997-February 1998. The graph shows that CaD
adherence has improved over this 3-4 year period. In the most recent interval, small
improvement was noted at AV-4 and AV-5.

Table 4.4 summarizes the frequency of reported reasons for stopping CaD. The majority of
women stopping study supplements do so of their own accord. Only 8.2% have indicated that
they were advised by their physician to discontinue these supplements. 600 women (7.5%)
reported health problems or diseases, 2309 women (29.0%) reported symptoms not known to be
related to the intervention, and 478 women (6.0%) reported that the study conflicts with other
health issues. “Other pill issues” was the most frequently reported intervention-related reason
{11.4%) followed by not liking the randomized nature of the intervention (4.3%).
Miscellaneous reasons grouped together as “other reasons not listed above” were reported by
23.2% of women. Four common reasons for stopping CaD are shown first by age, and then by
race/ethnicity, in Table 4.5. No strong associations by age are present, though “being advised
by one’s health care provider not to participate” and “study conflicts with other health issues”
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4.3

4.4

4.5

were slightly more common among older women. These reasons were reported with similar
frequency by women in the various race/ethnicity subgroups.

We also monitor the number of women who have begun alternative anti-osteoporosis therapies
within the CaD trial. As of August 31, 2001, 1,618 (4.5%) women were taking alendronate,
229 (0.6%) were taking calcitonin, and 513 (1.4%) were taking raloxifene.

Bone Mineral Density

Table 4.6 presents the mean bone mineral density levels at AV-1 and AV-3 and percent change
in BMD during this interval among women randomized at the three BMD measurement sites
(Pittsburgh, Arizona, Birmingham). At the three skeletal sites examined (hip, spine, and whole
body), BMD has increased between AV-1 and AV-3 from 1.3-1.6%, with the greatest change
occurring at the spine. The percent changes between AV-6 and AV-1 were approximately 1.5-2
times as large as those observed at AV-3 ranging from 1.8% at the hip to 3.2% at the whole
body. Table 4.7 presents the mean bone mineral density levels and percent change according to
race/ethnicity. The number of Black/African American and Hispanic/Latino women who have
data available at AV-6 is too small to yield reliable estimates. However, at AV-3 the rates of
change relative to AV-1 were generally in the range of 1-2% gains for all skeletal sites.

Vital Status

Table 4.8 presents data on the vital status and the participation status of participants in the CaD
trial. A detailed description of CCC and clinic activities to actively locate participants who do
not complete their periodic visits is given in Section 6 — Qutcomes. For operational purposes,
we define CT participants to have an “unknown” participation status if there is no outcomes
information from the participant for 18 months and no other contacts for 6 months. Currently,
1.7% of the participants are lost-to-follow-up or have stopped follow-up, and 1.5% of the
participants are known to be deceased. Virtually all of the remaining participants have
completed a Form 33 — Medical History Update in the last 18 months. The design assumed
that 3% per year would be lost-to-follow-up or death. Currently, the average follow-up for CaD
participants is about 3.6 years, suggesting that approximately 10.4% could be expected to be
dead or lost-to-follow-up. Qur overall rates compare favorably to design assumptions.

Qutcomes

Table 4.9 contains counts of the number of locally verified major WHI outcomes for CaD
participants. In this table only outcomes that took place after randomization in the CaD trial are
included. Approximately 5% of the self-reported outcomes have not yet been verified, so the
numbers in this table should thus be seen as a lower bound to the actual number of outcomes
that have taken place. Currently, with 123 cases of hip fracture locally verified, we have
observed only about 35% of the number of hip fractures that were projected by the assumptions
underlying the power calculations. The number of observed colorectal cancer cases (153 cases)
is approximately 75%, the number of invasive breast cancer cases (488 cases) is approximately
105%, and the number of CHD cases is about 65% of what was expected (390 cases).

Table 4.10 contains counts of the number of self-reports for some outcomes that are not locally
verified in WHIL  As most of the self-reported outcomes are somewhat over reported (see
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Section 6.3 — Qutcomes Data Quality), the number in this table should be taken as an upper
bound to the number of events that have occurred in CaD participants.

4.6 Power Considerations

Power calculations in this report have been revised to reflect the actual sample size recruited
mto CaD and the observed incidence rates in the control group for years 1-4 with projections
based on observed data thereafter. We have calculated the power for CaD using the type of
adherence model employed for the DM component. This approach incorporates total calcium
intake from diet and supplements. To make within-model comparisons, we determined the
calcium intake assumptions that would reproduce the original power calculations based on a
model that dichotomized adherence to pills, holding constant all other parameters (e.g.,
treatment effect, lag time, control group incidence rates, and average follow-up time). Average
total calcium consumption (in mg) of 920, 950, 1000 at baseline, year 1 and year 9, respectively
in controls and similarly 1920, 1850, 1800 in the intervention arm produces powers within 1%-
2% of the protocol-specified values with n=45,000 for all outcomes of interest. The value of
920 mg/day in controls at baseline was determined from the median total calcium intake in the
CaD participants at AV-1 who are also DM participants, and who therefore provide FFQ data.

Using a sample size of 36,282, an adherence pattern suggested by the current data, and revised
incidence rates reflecting the low early rates of hip fracture as described above, Table 4.11
shows the power for hip fractures, other fractures and colorectal cancer. Note that power for
hip fracture and colorectal cancer is low (33%) in year 2001 but improves substantially (to
67%) by year 2004. Power for combined fractures remains high under the examined scenarios
with current adherence patterns assumed.

4.7 Issues

During this period of follow-up, the focus remained primarily on maximizing adherence and
retention in all components of the WHI Clinical Trial. Work continues on identifying and
implementing strategies to improve adherence to CaD study medication. As an example, static
cling decal pill reminders were delivered to clinical centers in mid-October 2001 for HRT and
CaD participants to receive during their annual or semi-annual visits.

In addition, the A&R Working Group developed a survey that was completed by CC staff and
investigators designed to elicit barriers to adherence and successful strategies for improving
adherence in the CaD and HRT Trials. Surveys were returned by 38 CCs. Responses are being
collated and synthesized to identify ways to assist CCs and to disseminate helpful suggestions.
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Table 4.1
Calcium and Vitamin D Component Age — and Race/Ethnicity — Specific Recruitment

Data as of: August 31, 2001

Total % of Overall Design
Randomized Goal Distribution Assumption
Age ‘ 36,282
50-54 5157 118% 14% 10
55-59 8263 94% 23% 20
60-69 16522 84% 46% 45
70-79 6340 58% 17%
Race/Ethnicity 36,282 .
American Indian 149 |8 <1%
Asian 721 | 2%
Black 3315 9%
Hispanic 1502 4%
White 30155 83%
Other/Unspecified 440 1%
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Table 4.3

Cab Drop-Out Rates by Follow-Up Time

Data as of: August 31, 2001

Design Observed
Dead/
Int Cum Stopped"  Lost® Int’  Cum®
Drop-Outs’

AV-2 88 8.8 10.1 0.6 10.8 10.8
AV-3 59 14.2 6.2 0.8 7.0 17.0
AV-4 5.9 19.2 47 0.8 5.5 21.6
AV-5 5.9 240 4.5 09 54 25.8
AV-6 59 28.5 32 09 4.1 289
AV-1 59 32.7 29 0.8 37 315

! Estimated rate of stopping CaD in the interval.
? Death or lost to follow-u p rate in the interval.

* Combined rate of stopping and death or lost 1o follow-up in the interval.

* Estimated cumulative rate of stopping and death or lost to follow-up.
¥ Drop-out rates derived from Form 7 by date. Cumulative rales calculated as life-table estimates.
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Figure 4.1
CaD Adherence Summary
% Participants Due for a Visit Who Took at Least 80% of Study Pills

Data as of: August 31, 2001
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Table 4.4
Reasons for Stopping CaD’

Data as of: August 31, 2001

Reasons’ (N = 7956)
Personal/family

Demands of work 171 2.1%
Family illness, emergency or other family demands® 292 3.7%
Financial problems 11 0.1%
Lack of cooperation/support from family/friends® 42 0.5%
Living in nursing home 23 0.3%
Issues of interest in study’ 224 2.8%
Travel

Too far to CC 180 23%
Moved out of area or refuses to be followed at another CC 59 0.7%
Other trave! issues® -5 0.9%

Visits & Procedures

Doesn' like visits, calls 69 0.9%
Doesn't like required forms or safety procedures’ 71 0.9%
Problems with other procedures® 27 0.3%
Worried about health effects of medical tests/procedures 30 04%
Wants results of blood analyses 3 <0.1%
Wants results of bone mineral density 2 <0.1%
Problems with CC’ 44 0.6%
(continues)

! Docs not include reasons reported by women whao stopped and Tater restarted CaD.

? Multiple reasons may be reported for a woman.

* Combines “Family illness, emcrgency or other family demands™, “Death in the family or of a close friend”, and *Caregiver responsibilities demanding time,
effont, lifestyle changes”.

* Combines “Lack of cooperation/support from family and/or friends™ and “Family/(riends request that she withdraw”,

¥ Combines “Conflicting pricrities cther than work or family”, “Feels discouraged regarding participation overall”, “Loss of interest, boredom™, “Feels it is not an
important study”, and “In another study in conflict with WHI intervention".

© Combines “Transportation problems (other than distance)”, “Traffic”, “Parking at CC”, and “CC ncighborhood/safety™.

7 Combines “Doesn’t like filling out forms (other than those required for safety)”, and “Doesn’t like required safety forms and/or procedures™.

? Combines “Doesn’t like mammograms”, “Cost of mammograms™, “Doesn’t like having blood drawn”, “Doesn’t like ECG", “Doesn't like gynecologic
procedures” and “Doesn’t like other procedures (other than those required for safety)”.

* Combines “Problem with the CC", “Problem with CC staff person (other than DM Group Nuisitionist)”, and “Staff change/turnover”,

SADSMB\14_aug2001\Reports\Annual4_aug01.doc
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Table 4.4 {(continued)
Reasons for Stopping CaD'

Daita as of: August 31, 2001

Reasons’ ' (N = 7956)
Symptoms

Bloating/gas 135 1.7%
Constipation 163 2.0%
Other gastrointestinal problems 179 22%
HRT Related Symptoms’ 37 0.5%
Other® 2309 29.0%
Health Conditions

Hypercalcemia 88 1.1%
Renal calculi 93 1.2%
Osteoporosis 45 0.6%
Other Diseases/Health Conditions® 600 7.5%
Communication difficulties® 50 0.6%
Intervention

Doesn' like randomized nature of intervention 342 4.3%
Expected some benefit from intervention 50 0.6%
Feels guilty, unhappy, or like a failure for not meeting study

goals of intervention 19 0.2%
Takes too many Pills 177 22%
Other pill issues 907 11.4%
HRT Issues® 78 1.0%
DM Issues’ 15 02%
Wants to take her own calcium 225 2.8%
Feels diet is already sufficient in calcium/Vit D 25 0.3%
Taking more than the max allowable IU of Vit D 19 0.2%
Taking Calcitrol 14 02% ’
Other Health Issues

Worried about cost if adverse effects occur 9 0.1%
Expected more health care 20 0.3%
Advised not to participate by health care provider'® 653 82%
Study conflicts with other health issues! 478 6.0%
Other

Other reasons not listed above 1843 23.2%
Refuses to give a reason 130 1.6%

! Does not incluede reasons reported by women who stopped and later restarted CaD.

2 Multiple reasons may be reported for a woman.

* Combines “Vaginal bleeding”, “Breast tenderness”, “Other breast changes”, “Vaginal changes (e.g., dryness)”, and “Hot flashes/night sweats".

* Combines “Experiencing health problems or symptoms not due to intervention™, “Reports other health problems or symptoms from the WHI intervention”,
“Reports health problems or symptoms from the WHI intervention”, “Hair/skin changes”, “Headaches”, “Weight loss/gain”, “Low encrgy/too tired”,
“Possible allergic reaction”, and “Other symptoms not listed above”.

* Combines “Removed from intervention due to WHI symptom rmanagement”, “Removed from intervention due to adverse health event”, “Breast cancer”,
“Complex or atypical hyperplasia”, “Endometrial cancer”, “Deep vein thrombosis”, “Pulmonary embolism”, “Gallbladder disease”, “Kidney failure/dialysis™,
“High triglycerides (> 1000 mg/dl)”, “Malignant metanoma™, “Meningioma”, “Heart attack”, “Stroke”, “*Arthritis”, “Diabetes”, “Depression”, “Cholesterol
(high or concern about levels)”, and “Other health conditions not listed above”,

¢ Combines “Communication problem”, “Loss of vision and/or hearing”, and “Cognitive/memory changes”.

7 Combines “Doesn’t like taking pills”, “Doesn"t like taste of pills”, and “Unable to swallow pills”.

* Combines “Has made a personal decision to go on active HRT”, “Has made a personal decision that she does not want to be on HRT”, “Advised to go on active
HRT by health care provider”, “Advised to not be on active HRT by health care provider”, “Has made a personal decision to go on SERM (e.g.,
Evista/raloxifene, tamoxifen)”, “Advised to go on SERM (e.g., Evista/raloxifene, tamoxifen) by health care provider”, and “Taking testosterone
medications™.

® Combines “Doesn't like DM requirements”, “Problem with DM Group Nutritionist or group members™, “Doesn't like DM eating pattern”, “Doesn’t like
altending DM intervention classes”, “Doesn’t like self-monitoring”, “Doesn’t like budgeting fat grams”, “Has concerns regarding long-term risks/benefits of
low fat diet”, “Unhappy that not losing weight™, “Not in control of meal preparation™, “Too difficult to meet or maintain dietary goals”, “Doesn’t like eating
low fat diet”, “Doesn’t like eating 5 vegetables/fruits per day™, “Doesn’t like eating 6 grains per day”, “Feels fat gram goal 15 unrealistic”, and “Eating pattern
conflicts with personal health beliefs™.

1% Combines “Advised not to participate by health care provider” and “Advised not to participate by health care provider for other reason’.

" Combines “Study conflicts with health care needs” and “Study conflicts with other health issues”.

SADSMB\4_aug2001\ReportsiAnnuald_aug01.doc




20p-1p3ne” plenuuysuodo i 00ZENE T NEINSAYS

‘(@D paddols oym KioBares Ayouiaeom sures s ul sjuedizued Qe Jo we sedeuanted p

*£108a1es Ayo1un)eoms sures auy) wi syuedizired Qe Jo e safeuanag 8

", SANSST YI[RAY 1BYI0 YA SIDIUOD APHyS,, PUC , SP2U TED YI[EaY YIIM SIAIIU0D ApTug,, saulquio]) |
", LOSTE IR0 0] Iapiaosd ares yifesy £q aedvared 61 10U pasiapy,, pur , sopracad sues yifeay Aq aredionred o 10u pasiapy,, SUIGIOS) s
"uSi0d sofreas ol aqenry,, pire ¢, s jo s1sel 4 1,usa0d,, *.sTiid Juppe a3 3, use0(,, SAUIQWOD 5

ey paddors oym A10F21e0 28e swes sy w siuedidnred ey Jo are sadmuanag N

‘uetiom ¢ Joj pauodas agq Aew suoseas ajdnniy ¢
*Axo8areo afe oures a1 wi sjuedionred e Jo ame sadejusorag z

‘e pareisas sare] pue paddois oys uswom £q pauiodss suoseas spnjsut jou $36¢]

%BYS 9 %v9 Ol %Iy 91 %Sy LE %IV 9  %Es € (SONSST YI[eaY 1330 Ypia SIOUCD ApmS

%E9 L %98 95¢  BEL 8T %S9 ¥S  BIY 9 %S T STopiacid a1ed yijeay £q aedionred o1 10u PasIApY

%66 11 %Y1 6vL  BEIL 9 BT6 9L  BETLL 61  %L9l 9 (sausst [id 10410

BSY S By 96T  %HIT 8 %9E  0f %0T ¢ %00 0 UORUAAIIUL JO 3INJEU PIZIWOPURI SN[ LUSI0(

% N % N % N % N % N % N ONIddO1S 40d SNOSVAY

%TST 1Ll %PIT  0s¥9 %LST 98¢  %6PC 9I8 %YOC Lvl %LVl 9t ae) Jwddors waniopy

% N % N % N % N % N % N

WP =N) EST0E=N) @ST=N  GIte=N TL=N) GT=N
parmadsun) AMYAL oupepmedsly  uesLpwy JIapuejsy JANEN] UBYSE]Y
Facll:Ty) UBNLJYHOR]  OIIDRJ/UBISY  /UBTPUT UBILIIY
AOpupmgeey
%69 01 %S9 917 BES 96 %6y 9 %09 8LY ,S30SST U3[eay 19410 Yiim S1a113u0D ApmIS
%16 SEl %T6 90€ BLL ¥ %BY'S 1L %T8 £59 §19P1A02d 2180 Yifesy £q sredionsed o1 10u pasiapy
%601 791 %P1l I8E %TT W %601 THI %Y1l L06 csansst qd 100
%8'€ LS %9P zs1 B1'Y St By 85 %Y e UONUIAIINUI JO SINJEU PIZIWOPUES BYI| LUSI0(
% N % N % N % N % N :ONIddOIS 404 SNOSVAH
%SET  88vl  %TOT  OLet %I tL8l %YST  S0€1 %617 9S6L ) fuiddog wsuiopm
% N % N % N % N % N
WF9=N) RS =N) TAER) ZETS=N) 78T =N
6L~ 0L 69— 09 65~ 55 vs = 05 nv

Buruaarndg je a3

ATDTUYI/3eY pue Suiuaalog je a5y Aq (e Juiddojg Joj suoseay

v

100Z ‘1€ 1580y jo se vleq

SV 2Iqe L

01-¥ 23eq

1oday ssarSoig enuuy-ruas THA




WHI, Semi-Annual Progress Report Page 4-11

Table 4.6
Bone Mineral Density’ Analysis: CaD Participants

Data as of: August 31, 2001

N Mean S.D.
" Whole Body Scan
AV1 2438 1.02 0.11
AV3 2280 1.03 0.11
AV6 978 1.05 0.12
AV3 % Change from AV1 BMD? 2207 1.46 3.39
AV6 % Change from AV1 BMD? 948 3.15 488
Spine Scan .
AV 2364 0.99 0.17
AV3 2231 1.01 0.17
AV6 969 1.02 0.17
AV3 % Change from AV1 BMD? 2161 1.58 427
| AV6 % Change from AV1 BMD® 941 2.94 5.92
| Hip Scan
| AV1 2430 0.86 0.14
AV3 2283 0.87 0.14
AV6 992 0.88 0.14
AV3 % Change from AV1 BMD? 2209 1.28 3.55
AV6 % Change from AV1 BMD? 961 1.75 477

! Measured in (g/cm?).
? Percent Change from BMD is defined as ((AV3-AVIFAVIxE00.
} Percent Change from BMD is defined as ((AV6-AVIYAV1)x100.
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Table 4.7
Bone Mineral Density" Analysis: CaD Participants by Race/Ethnicity

Data as of: August 31, 2001

Black/African
American Hispanic/Latino ‘White
N Mean S.D. N  Mean S.D. N  Mean S.D.

Whole Body Scan ‘

AV1 278 108 011 123 104 012 1999 101 0.10

AV3 263 110 o011 116 105 012} 1865 103 0.11

AV6H 83 110 0.12 37 113 017| 842 105 012

AV3 % Change from AV1 BMD? 259 122 301 104 220 436| 1810 145 338

AV6 % Change from AV1 BMD? 82 174 3.67 28 660 684 | 823 317 484
Spine Scan

AVl 274 1.07 018 120 098 0147|1932 098 0.16

AV3 260 108 019 115 097 015 1820 100 0.17

AV6 86 110 0.16 36 099 017 831 101 0.7

AV3 % Change from AV1 BMD? 256 115 440} 102 007 488| 1769 176 4.19

AV6 % Change from AV1 BMD’ 85 064 596 27 197 618| 814 318 587
Hip Scan :

AV1 279 098 014 123 0.87 0.14| 1990 0.85 0.13

AV3 264 098 015] 116 088 (.13} 1867 086 0.13

AV 88 1.00 014 37 09 0163 851 087 013

AV3 % Change from AV1 BMD? 260 085 3.16( 103 168 467 1812 132 3.52

AV6 % Change from AV1 BMD? 86 -047 423 28 389 368 832 190 478

! Measured in (g/cm?),
? Percent Change from BMD is defined as ((AV3-AV1Y/AV1)x100.
¥ Percent Change from BMD is defined as ((AV0-AV1YAVI)x100.
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Table 4.8
Lost-to-Follow-up and Vital Status: CaD Participants

Data as of: August 31, 2001

CaD Participants
(N=36,282)
N %
Vital Status/Participation

Deceased 555 1.5
Alive: Current Participation’ 34514 95.1
Alive: Recent Participation® 580 1.6
Alive: Past/Unknown Participation® 37 0.1
Stopped Fol]ow-U?" 320 0.9
Lost to Follow-Up 276 0.8

! Participants who have filled in a Form 33 within the last 9 months,

Z Participants who last filled in a Form 33 between 9 and 18 months ago.

* Participiants without a Form 33 within the last 18 months, who have been located (as indicated on Form 23) within the Jast 6 months.
4 Panticipants with codes 5 (no follow-up) or 8 {absolutely no follow-up) on Form 7.

* Participants not in any of the above categories.
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Table 4.9
Locally Verified Outcomes (Annualized Percentages) by Age for Calcium and Vitamin D
Data as of: August 31, 2001
Age

Outcome Total 50-54 55-59 60-69 70-79
Number of participants 36282 5157 8263 16522 6340
Mean follow-up (months) 43.1 48.7 45.1 41.4 40.5
Fractures
Hip fracture 123 (0.09%) 4 (0.02%) 11 (0.04%) 49 (0.09%) 59 (0.28%)
Vertebral fracture 126 (0.10%) 5 (0.02%) 12 (0.04%) 50 (0.09%) 59 (0.28%)
Other fracture’ 1806 (1.38%) 229 (1.09%) 364 (1.17%) 834 (1.46%) 379 (1.77%)
Total fracture 1994 (1.53%) 237 (1.13%) 385 (1.24%) 906 (1.59%) 466 (2.183%)
Cancer
Colorectal cancer 153 (0.12%) 12 (0.06%) 26 (0.08%) 72 (0.13%) 43 (0.20%)
Breast cancer 615 (047%) 72 (0.34%) 147 (0.47%) 293 (0.51%) 103  (0.48%)

Invasive breast cancer 488 (0.37%) 56 (0.27%) 117 (0.38%) 230 (0.40%) 85 (0.40%)

Non-invasive breast cancer 130 (0.10%) 16 (0.08%) 31 (0.10%) 64 (0.11%) 19 (0.09%)
Ovary cancer 57 (0.04%) B (0.04%) 13 {0.04%) 23 (0.04%) 13 (0.06%)
Endometrial cancer® 82 (0.11%) 12 (0.10%) 19 (0.10%) 38 (0.11%) 13 (0.11%)
Other cancer’ 602 (0.46%) 53 (0.25%) 106 (0.34%) 286 (0.50%) 157 (0.73%)
Total cancer 1478 (1.13%) 156 (0.74%) 303 (0.97%) 700 (1.23%) 319 (1.49%)
Cardiovascular
CHD'* 390 (0.30%) 28 (0.13%) 39 (0.13%) 183 (0.32%) 140 (0.65%)

CHD death’ 83 (0.06%) 8 (0.04%) 8 (0.03%) 33 (0.06%) 34 (0.16%)

Total MI® 332 (0.25%) 22 (0.11%) 33 (011%) 161 (0.28%) 116 (0.54%)

Clinical M1 311 (0.24%) 18 (0.09%) 32 (0.10%) 150 {0.26%) 111 (0.52%)
Evolving Q-wave MY’ 30 (0.02%) 5 (0.02%) 1 (<0.01%) 16 (0.03%) 8  (0.04%)

Possible evolving Q-wave MY 98 (0.08%) 10 (0.05%) 18 (0.06%) 40 (0.07%) 30 (0.14%)
Angina 541 (0.41%) 26 (0.12%) 72 (0.23%) 258 (0.45%) 185 (0.86%)
CABG/PTCA 525 (0.40%) 26 (0.12%) 66 (0.21%) 250 (0.44%) 183 (0.85%)
Carotid artery disease 100 (0.08%) 3 0.01%) 11 (0.04%) 46 (0.08%) 40 (0.19%)
Congestive heart failure 308 (0.24%) 12 (0.06%) 37 (0.12%) 138 (0.24%) 121  (0.56%)
Stroke 280 (0.21%) 13 (0.06%) 32 (0.10%) 117 (0.21%) 118 (0.55%)
PVD 73 (0.06%) 3 (0.01%) 10 (0.03%) 29 (0.05%) 31 (0.14%)
CHD*/Possible evolving Q-wave MI 476 (0.37%) 38 (0.18%) 55 (0.18%) 218 (0.38%) 165 (0.77%)
Coronary discase® 1197 (0.92%) 71 (0.34%) 156 (0.50%) 557 (0.98%) 413  (1.93%)
Total cardiovascular disease 1559 (1.20%) 87 (0.42%) 199 (0.64%) 724 (1.27%) 549 (2.56%)
Deaths
Cardiovascular deaths 158 (0.12%) 11 (0.05%) 13 (0.04%) 63 (0.11%) 71 (0.33%)
Cancer deaths 263 (0.20%) 19 (0.09%) 33 (0.11%) 126 (0.22%) 85 (0.40%)
Deaths: other known cause 63 (0.05%) 3 (0.01%) 9 (0.03%) 25 (0.04%) 26 (0.12%)
Deaths: unknown cause 25 (0.02%) 1 (<0.01%) 5 (0.02%) 11 (0.02%) 8 (0.04%)
Deaths: not yet adjudicated 46 (0.04%) 3 (0.01%) 2 (0.01%) 26 (0.05%) 15 (0.07%)
Total death 555 (0.43%) 37 (0.18%) 62 (0.20%) 251 {0.44%) 205  (0.96%)

! Only one report of "other cancer™ or "other fracture” is counted per woman; however, the first other cancer or other fracture of each type is adjudicated. Excludes non-
melanoma skin cancer and fractures indicated as pathological,

2 gxcludes four cases with bordetline malignancy.

? Only women without a baseline hysterectomy ar¢ used 16 compute the annual rates of Endometrial cancer.

4 “CHD" includes clinical MI, evolving Q-wave M, and CHD death. This definition has changed slightly from the February 2001 report.
3 “CHD death” includes definite and possible CHD death. This definition has changed slightly from the February 2001 repori.

€ “Total MT" includes clinical MI and evolving Q-wave ML
7 Only women with a follow-up ECG are used to compute the annual rates for (possible) evolving Q-wave Mls,
8 "Coronary disease” includes clinical M, evolving Q-wave M1, possible evolving Q-wave MI, CHD dcath, angina, congestive heart failure, and CABG/PTCA.
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Table 4.9 (Continued)
Locally Verified Ontcomes (Annualized Percentages) by Race/Ethnicity for Calcium and Vitamin D
Data as of: August 31, 2001
Race/Ethnicity
American
Indian/Alaskan Asian/Pacific Black/African Hispanic/ Other/

Outcome Native Islander American Latine White Unspecified
Number of participants 149 721 3315 1502 30155 440
Mean follow-up (months) 42.8 39.5 419 41.3 43.5 39.1
Fractures
Hip fracture 0 (0.00%) 1 (0.04%) 2 (0.02%) 1 (002%) 119 (0.11%y 0 (0.00%)
Vertebral fracture 0 (0.00%) 2 (0.08%) 0 (0.00%) 4 (0.08%) 117 (0.11%) 3 (0.21%)
Other fracture’ 8 (1.51%) 23 (0.97%) 89 (0.77%) 44 (0.85%) 1628 (1.49%) 14 (0.98%)
Fotal fracture 8 (1.51%) 25 (1.05%) 91 (079%) 49 (0.95%) 1805 (1.65%) 16 (1.12%)
Cancer
Colorectal cancer 2 (0.38%) 3 (0.13%) 16 (0.14%) 7 (0.14%) 124 (0.11%) 1 {0.07%)
Breast cancer” ) 1 (0.19%) 9 (0.38%) 34 (0.29%) 15 (0.28%) 554 (0.51%) 2 (0.14%)

Invasive breast cancer 1 (0.19%) 8 (0.34%) 27 (0.23%) 12 (0.23%) 438 (040%) 2 (0.14%)

Non-invasive breast cancer 0 (0.00%) 1 (0.04%) & (0.07%) 3 (0.06%) 118 (0.11%) 0 (0.00%)
Ovary cancer 1 (0.19%) 1 (0.04%) 5 (0.04%) 0 (0.00%) 50 (0.05%) O (0.00%)
Endometrial cancer® 1 (0.46%) 0 (0.00%) 2 (0.04%) 2 (0.07%) 76 (0.12%) 1 (0.12%)
Other cancer’ 2 (0.38%) 11 (0.46%) 34 (0.29%) 14 (0.27%) 536 (049%) 5 (0.35%)
Total cancer 7 (1.32%) 24 (1.01%) 91 (0.79%) 35 (0.68%) 1312 (1.20%) 9 (0.63%)
Cardiovascular
CHD* 1 (0.19%) 0 (0.00%) 37 (0.32%) 10 (0.19%) 340 (0.31%) 2 (0.14%)

CHD death® 0 (0.00%) 0 (0.00%) 16 (0.14%) 2 (0.04%) 64 (0.06%) 1 (0.07%)

Total MI® 1 (0.19%) 0 (0.00%) 24 (0.21%) 9 (0.17%) 296 (0.27%) 2 (0.14%)

Clinical M1 1 (0.19%) 0 (0.00%) 21 (0.18%) 9 (0.17%) 278 (0.25%) 2 (0.14%)
Evolving Q-wave MI” 0 (0.00%) 0 (0.00%) 3 (0.03%) 0 (0.00%) 27 (0.02%) O (0.00%)

Possible evolving Q-wave MI” 0 (0.00%) 3 (0.13%) 14 (0.12%) 3 (0.06%) 78 (0.07%) O (0.00%)
Angina 1 (0.19%) 5 {(0.21%) 51 (0.44%) 21 (0.41%) 457 (042%) 6 (0.42%)
CABG/PTCA 1 (0.19%) 3 (0.13%) 39 (0.34%) 18 (0.35%) 458 (042%) 6 (0.42%)
Carotid artery disease 1 (0.19%) 2 (0.08%) 5 (0.04%) 0 (0.00%) 92 (0.08%) 0 (0.00%)
Congestive heart failure 0 (0.00%) 2 (0.08%) 38 (0.33%) 10 (0.19%) 253 (0.23%) 5 (0.35%)
Stroke 3 (0.56%) 9 (0.38%) 29 (0.25%) 7 (0.14%) 227 (021%) S5 (0.35%)
PVD 1 (0.19%) 0 (0.00%) 13 (0.11%) 0 (0.00%) 58 (0.05%) 1 (0.07%)
CHD'/Possible evolving Q-wave MI 1 (0.19%) 3 (0.13%) 49 (0.42%) 13 (0.25%) 408 (037%) 2 (0.14%)
Coronary disease® 1 (0.19%) 11 (046%) 125 (1.08%) 38 (0.73%) 1010 (0.92%) 12 (0.84%)
Total cardiovascular disease 5 (094%) 20 (0.84%) 164 (1.42%) 45 (0.87%) 1307 (1.20%) 18 (1.26%)
Deaths
Cardiovascular deaths 0 (0.00%) 2 (0.08%) 28 (0.24%) 3 (0.06%) 124 (0.11%) 1 (0.07%)
Cancer deaths 0 (0.00%) 7 (0.29%) 2 (0.18%) 3 (0.06%) 229 (021%) 3 (0.21%)
Deaths: other known cause 1 (0.19%) 0 (0.00%) 8 (0.07%) 0 (0.00%) 53 (0.05%) 1 (0.07%)
Deaths: unknown cause 1 (0.19%) 0 (0.00%) 3 (0.03%) ¢ (0.00%) 21 {0.02%) O (0.00%)
Deaths: not yet adjudicated 0 (0.00%) 4 (0.17%) 3 (0.03%) 1 (0.02%) 38 (003%) 0 (0.00%)
Total death 2 (0.38%) 13 (0.55%) 63 (0.54%) 7 {(0.14%) 465 (043%) 5 (0.35%)

' Only one report of "other cancer” or "other fracture” is counted per woman; however, the first other cancer or other fracture of each type is adjudicated. Excludes non-

melanoma skin cancer and fractures indicated as pathological.
* Exctudes four cases with borderline malignancy.
¥ Only women without a baseline hysterectomy are used to compute the annual rates of Endometrial cancer,
* “CHD" includes clinical MI, evolving Q-wave ML and CHD death, This definition has changed slightly from the Febroary 2001 report.
3 “CHD death” includes definite and possible CHD death. This definition has changed slightly from the February 2001 report.
® “Total MT™ includes clinical M1 and evolving Q-wave ML
? Only women with a follow-up ECG are used to compute the annual raies for (possible) evolving Q-wave MIs.
® "Coronary disease” includes clinical MI, evolving Q-wave M, possible evolving Q-wave MI, CHD death, angina, congestive heart failure, and CABG/PTCA,
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, Table 4.10
Counts (Annualized Percentages) of Participants with Self-Reported Qutcomes by Age and Race/Ethnicity
for CaD Participants who did not report a prevalent condition at baseline

Data as of: August 31, 2001

Age

Outcome Total 50-54 55-59 60-69 70-79

Nomber randomized 36282 5157 8263 16522 6340

Mean follow-up (months) 43.1 © 487 45.1 41.4 40.5

Hospitalizations

Ever 9897 (71.59%)| 1060 (5.06%) 1862 (5.99%) 4678 (8.22%) 2297 (10.72%)

Two or more 3677 (2.82%) 346 (1.65%) 615 (1.98%) 1711 (3.00%) 1005 (4.69%)

Other

DVT! 195 (0.15%) 13 (0.06%) 38 (0.13%) 80 (0.14%) 64 (0.31%)

Pulmonary embolism 103 (0.03%) 6 (0.03%) 21 (0.07%) 50 (0.09%) 26 (0.12%)

Diabetes (treated) 1338 (1.07%) 207 (1.02%) 317 (1.06%) 592 (1.09%) 222 (1.09%)

Gallbladder disease? 1336 (1.21%) 197 (1.06%) 348 (1.30%) 604 (1.28%) 187 (1.07%)

Hysterectomy 506 (0.66%) 73 (0.61%) 122 (0.64%) 237 (0.72%) 74 (0.62%)

Glaucoma 1762 (1.40%) 181 (0.88%) 343 (1.13%) 846 (1.55%) 392 (1.96%)

Osteoporosis 3705 (2.98%) 338 (1.64%) 654 (2.17%) 1803 (3.34%) 910 (4.67%)

Osteoarthritis® 3667 (4.55%) 517 (3.39%) 842 (4.02%) 1688 (5.05%) 620 (5.69%)

Rheumatoid arthritis : 965 (0.77%) 147 (0.72%) 236 (0.78%) 408 (0.75%) 174 (0.85%)

Intestinal polyps 2350 (1.93%) 280 (1.42%) 508 (1.71%) 1147 (2.17%) 406 (2.12%)

Lupus 162 (0.12%) 31 (0.15%) 37 (0.12%) 68 (0.12%) 26 (0.12%)

Kidney stones’ 319 (0.32%) 43 (0.28%) 80 (0.34%) 146  (0.32%) 50 (0.30%)

Cataracts’ 5808 (6.51%) 345 (2.30%) 931 (4.09%) 3139 (791%) 1393 (11.91%)

Pills for hyperiension 5076 (5.43%) 678 (3.96%) 1152 (4.80%) 2276 (5.81%) 970 (7.36%)

~ Race/Ethnicity
American
Indian/ Asian/Pacific Black/African Hispanic/ Other/

Outcomes Alaskan Native  Islander American Latino White Unspecified
Number randomized 149 721 3315 1502 30155 440
Mean follow-up (months) 42.8 395 41.9 413 43.5 39.1
Hospitalizations
Ever 42 (7.90%) 114 (4.80%) 935 (8.07%) 330 (6.38%) 8366 (7.65%) 110 (7.67%)
Two or more 22 (4.14%) 38 (1.60%) 347 (3.00%) 114 (2.20%) 3120 {2.85%) 36 (2.51%)
Other
DVT! 2 (039%) 0 ©0.00%) 14 (0.12%) 4 (0.08%) 174 (0.16%) 1 (0.07%)
Pulmonary embolism 2 (038%) 0 ©00%) 8 (0.07%) 2 (0.04%) 89 (0.08%) 2 (0.14%)
Diabetes (treated) 7 (1.42%) 38 (1.70%) 237 (2.29%) 94 (1.93%) 947 (0.89%) 15 (1.11%)
Gallbladder disease® 7 (1.77%) 25 (1.16%) 90 (0.86%) 63 (1.58%) 1137 (1.24%) 14 (1.17%)
Hysterectomy 1 (046%) 6 (0.39%) 22 (044%) 12 (0.42%) 461 (0.70%) 4 (0.50%)
Glaucoma 11 (217%) 30 (1.31%) 228 (2.10%) 87 (1.73%) 1393 (132%) 13 (0.95%)
Osteoporosis : 11 (2.18%) 70 (3.05%) 166 (1.48%) 139 (2.86%) 3270 (3.14%) 49 (3.66%)
Osteoarthritis> 19 (53.73%) 69 (4.00%) 333 (4.75%) 191 (5.45%) 3011 (449%) 44 (4.75%)
Rheumatoid arthritis 9 (1.92%) 17 (0.75%) 167 (1.56%) 84 (1.70%) 674 (0.64%) 14 (1.03%)
Intestinal polyps 13 (265%) 38 (1.73%) 217 (2.00%) 82 (1.65%) 1975 (1.93%) 25 (1.89%)
Lupus 3 (057%) 1 (0.04%) 16 (0.14%) 5 (0.10%) 136 (0.12%) 1 (0.07%)
Kidney stones” 2 (0.50%) 6 (0.32%) 18 (0.21%) 23 (0.58%) 266 (0.32%) 4 (0.35%)
Cataracts’ 30 (8.09%) 98 (5.93%) 471 (5.93%) 230 (6.13%) 4918 (6.61%) 61 (6.03%)
Pills for hypertension 20 (6.00%) 98 (6.03%) 522 (8.63%) 234 (5.85%) 4143 (5.15%) 59 (6.42%)

! Inpatient DVT only.
#"Gallbladder disease” includes self-reporis of both hospitalized and non-hespitalized events.
? These outcomes have not been self-reported on all versions of Form 33, The annualized percentages are corrected for the different amounts of follow-up.
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Table 4.11

Sensitivity of CaD Study Power to Adherence and Incidence Rate Assumptions
Revised Sample Size of 36,282

Hip Fractures

Combined
Fractures®

Colorectal Cancer

Intervention Percentage of Cases! Revised
Year Effect' (%) Control Intervention Design’ Assumptions’
2001 20 1.61 1.36 57 24
27 1.62 1.31 74 33
33 1.62 1.26 86 43
2004 20 2.84 2.35 86 51
27 2.85 2.25 67
33 2.85 2.15 99 81
2001 19 6.48 5.54 98 79
23 6.50 5.36 >99 92
28 6.51 5.18 >99 98
2004 19 10.22 8.62 599 99
23 10.24 8.30 >99
28 10.25 7.98 =09 >99
2001 18 0.90 0.80 22 14
20 0.90 0.79 26 17
22 0.90 0.78 30 19
2004 18 1.48 1.22 68 46
20 1.49 1.20 55
22 1.49 1.18 Y 62

! Interventicn Effects and Percentage of Cases are shown for original Design assumptions. The other adherence patterns would produce greater incidence rates in
Intervention women and a corresponding reduction in the estimated treatment effect.

2 For design, the calculations were based on n = 35,000,

? For revised assumption, calculations were based on n = 36,282 and 7.5 years of follow-up for years | though 9. Control incidence rates for years 1-4 were based on
observed data and adjustment thereafter accordingly.

* Proximal femur, distal forearm, proximal humerus, pelvis, vertebra.
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5.1

52

5.3

5.4

3.5

Observational Study

Recruitment

Recruitment into the OS component, completed in December of 1998, reached 93,717,
approximately 94% of the expected sample size. After removing duplicate enrollments and a few
enrollments with insufficient data, the final analytic cohort was established with 93,676 participants.
Table 5.1 documents the age distribution and the racial/ethnic composition of this cohort.

Overview of Follow-up

OS follow-up is conducted by annual mailed self-administered questionnaires except for year 3,
when participants attend a clinic follow-up visit. Approximately 2 months prior to the anniversary
of the participants’ enrollment, the CCC mails the Medical History Update and the OS Exposure
Update questionnaires. Participants mail their completed questionnaires to their local CC for data
entry and outcomes processing. Non-respondents receive up to two additional mailings from the
CCC. For odd numbered follow-up years, CCs attempt to complete follow-up of non-responders by
local contacts, nsually telephone reminders or interviews. '

The year 3 clinic visit was incorporated to assess change in physical measures, blood analytes, diet,
and use of medications and supplements. These visits began in the first VCCs in Fall 1997.

Completeness of Annual Mail Follow-up

Table 5.2 shows completeness of OS mail follow-up by follow-up year, type of contact, and clinic
group. These rates include participants for whom the full sequence of mailings are complete and
there has been at least two months for CC follow-up of non-responders.

The overall response of 95.7% for year 1 data collection, which includes mailings plus CC follow-
up of non-responders, slightly exceeds the 95% goal for completion of the OS Exposure Update
(Form 48), but falls short of the optimal goal (98%) for completion of the Medical History Update
(Form 33). For years 2, 4, and 5, the rates of 94.2% (Y2), 93.3% (Y4), and 95.5% (Y5) exceed the
94% (Y2), 92% (Y4), and 91% (Y5) goals for the Exposure Update.

Completeness of Year 3 Clinic Visit

Table 5.3 shows completeness of activities conducted at the year 3 clinic visit. Of those participants
due for the year 3 visit through 10/31/00, 95.6% overall completed medical history updates (Form
33) and 82.3% provided blood samples (Form 100).

Bone Mineral Density

Bone scans are given to all enrolled WHI participants in three Clinical Centers: Birmingham,
Pittsburgh, and Tucson. The choice of three centers was based on reducing the vanability
associated with multiple sites and operators while achieving adequate sample size. The selection of
these three Clinical Centers was based both on their previous experience in bone densitometry and
the expected enrollment of minorities which will allow us to address hypotheses regarding
racial/ethnic differences. Bone scans are given at baseline and years 1, 3, 6, and 9 in these centers.

Tables 5.4 (overall) and Table 5.5 (by race and ethnicity) show the OS component-specific BMD
means and standard deviations for baseline AV-3 along with % change from baseline for the three
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5.6

5.7

types of scans available: whole body, spine, and hip. Baseline and % change is also given using
only those women who have an AV-3 bone scan, as nearly 3,000 of the women with a baseline do
not have an AV-3 measure. The current data suggest overall a small increase in bone density over
three years in this -group of women. In general, we would have expected a small decrease in BMD
over time. As with the corresponding DM results, this increase could be related to some selection of
health conscious women who may be taking hormone replacement therapy or calcium supplements
of their own, or could be due to measurement issues.

Vital Status

Table 5.6 presents data on the vital status and the participation status of participants in the
0OS. A detailed description of CC and CCC activities to actively locate participants who do
not complete their periodic visits is given in Section 6 — Qutcomes. For operational
purposes, we define OS participants to be lost-to-follow-up if there is no outcomes
information from the participant for 24 months. Currently 1.8% of the participants are
lost-to-follow-up, and an additional 1.2% of the participants have stopped follow-up. 2.4%
of the OS participants are deceased. Compared to six months ago, the percentage of
participants who were lost-to-follow-up or stopped follow-up increased by 0.2%. Over the
same period, participation levels have declined, as only 89.7% of the participants are
considered current, and 4.9% have either recent or past participation. In contrast, six
months ago 92.0% were current and 3.0% had recent or past participation.

QOutcomes

Table 5.7 contains counts of the number of locally verified major WHI outcomes for OS
participants by age and race/ethnicity. As approximately 6% of the self-reported outcomes
have not yet been verified, the numbers in this table can be seen as a lower bound to the
actual number of outcomes that took place. Compared to the incidence rates used in the
CT design, we have about 85% of the expected number of breast cancers, 65% of the
expected number of colorectal cancers, about 50% of the expected number of CHD events,
and about 35% of the expected number hip fractures. For most outcomes categories there
are now hundreds of events, which should make it possible to do interesting etiological
analyses.

Table 5.8 contains counts of the number of self-reports for some outcomes that are not
locally verified in WHI. As most of the locally verified outcomes are somewhat over-
reported (see Section 6.3 — Qutcomes Data Quality), the number in this table should be
taken as an upper bound to the number of events that have occurred among OS
participants.

Tables 5.9 and 5.10, which are new in this report, contain counts of outcomes relative to
their AV-3. These tables count the firss event of a particular type, thus a participant who
reports, say, an Angina at AV-1 and another one at AV-4 gets only counted in the “Before
AV-3” category. These tables may be particularly useful for investigators who want to
propose ancillary studies or papers.
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Table 5.1
Observational Study Age and Race/Ethnicity Specific Recruitment

Data as of: August 31, 2001

Total Distribution
Enrolled

Age 93,676
50-54 12386 13%
55-59 17321 18%
60-69 41196 44%
70-79 22773 24%

Race/Ethnicity 93,676
American Indian 421 <1%
Asian 2671 3%
Biack 7634 8%
Hispanic 3608 4%
White 78018 83%
Other/Unspecified 1324 1%
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Table 5.2
Response Rates to OS Follow-up Procedures

Data as of: August 31, 2001

Response to - Response to CC
Mailings Initiated® Mailings follow-up Total Responses
# Due’ N % | N % N %" N %*
Year 1 93,473 | 93,288 99.8% | 86,054 929% 2820 426% | 89483 95.7%

vCC 41,637 | 41,604 999% | 38,419 92.3% 1,689  53.0% | 40,108 96.3%
NCC 51,836 | 51,684 997% | 48,235 93.3% 1,140 33.1% | 49,375 953%

Year 2 92,248 | 90,624 982% | 85610 94.5% N/A 86,386  94.2%
vCC 41,426 | 40,680 98.2% | 38453 945% N/A 39,067 943%
NCC 50,822 | 49,944 98.3% | 47,157 94.4% N/A 47,819  94.1%

Year 4 42,081 | 41,200 979% | 38356 93.1% N/A 39,252 93.3%
vVCC 20,336 | 19,828 97.5% | 18413 929% NA 18,784  92.4%
NCC 21,745 | 21,372 98.3% | 19943 93.3% N/A 20468 94.1%

Year 5 13,842 | 13,666 98.7% | 12,948 947% 274 382% | 13,222 955%

vCC 8,712 3,623 9%.0% g.111 94.1% 205 40.0% 8,316  95.5% |
NCC 3,130 5.043 98.3% 4,837 95.9% 69 33.5% 4906  95.6% ‘

! Excludes women who are deceased.

2 Mailings are not sent to women who have fequested no follow-up, who are deceased, who have a non-deliverable address at the time of mailing, or who have a
Form 33 completed within the previous 3 months.

* Percent response of those initiated.

* Percent response from O3 participants not responding to mailings. CC follow-up not required in even numbered follow-up years.

® Percent response of those due.
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Table 5.3

OS Annual Visit 3 Task Completeness

Data as of: August 31, 2001

Task . # Due' # Done’ % Done
Form33 - Medical History Update 68,863 65,823 95.6%
Form38 - Daily Life 68,863 60,386 88.4%
Form44 -  Current Medications 68,863 58,560 85.0%
Form45 -  Current Supplements 68,863 58,477 84.9%
Form60 - Food Frequency Quest 68,863 60,565 88.5%
Form80) -  Physical Measures 63,863 57,277 83.2%
Form 100 -  Blood Collection 68,863 56,693 82.3%
Form 143 - - Follow-up 68,863 60,614 88.0%

! Includes all Year 3 contacts due through 10/31/2000. Excludes women who are deceased.
? Tasks completed within the -6/+15 months window.
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Table 5.4
Bone Mineral Density’ Analysis: OS Participants

Data as of: August 31, 2001

N Mean S.D.
Whole Body Scan )
Baseline 6413 1.01 0.11
Baseline (for ppts. with an AV3 scan) 5001 1.01 0.11
| Baseline (for ppts. with an AV6 scan) 1501 1.02 G.11
| AV3 5053 1.02 0.11
AV6 : 1509 103 012
|
AV3 % Change from baseline BMD? 4994 0.98 3.68
AV6 % Change from baseline BMD? 1498 1.75 533
Spine Scan
Baseline 6295 0.98 0.17
Baseline (for ppts. with an AV3 scan) 4934 0.97 0.17

Baseline (for ppts. with an AV6 scan) 1463 0.98 0.17

AV3 4968 0.99 0.18
AV6 1467 1.01 0.18
AV3 % Change from baseline BMD? 4926 169 515
AV6 % Change from baseline BMD’ 1460 3.41 6.88
Hip Scan
Baseline 6415 0.84 0.14
Baseline (for ppts. with an AV3 scan) 5041 0.84 0.14
Baseline (for ppts. with an AV6 scan) 1508 0.84 0.13
AV3 5078 0.85 0.14
AV 1513 0.84 0.14
AV3 % Change from baseline BMD? 5009 0.55 4.33
AV6 % Change from baseline BMD’ 1494 0.38 5.31

' Measured in (gfom?),
TAVI % Change from baseline BMD is defined as ((AV3-Baseline)/Baseline)x 100.
YAVE % Change from baseline BMD is defined as ({AV6-Baseline)/Baseline)x 100.
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Table 5.6
Lost-to-Follow-up and Vital Status: OS Participants

Data as of: August 31, 2001

O8 Participants
(N=93,676)
N %
Vital Status/Participation

Deceased . 2202 24
Alive: Current Participation’ 84038 89.7 '
Alive: Recent Participation® 4400 47
Alive: Past/Unknown Participation’ 218 .| 02
Stopped Follow-Up* 1115 1.2
Lost to Follow-Up ’ 1703 1.8

! Participants who have filled in a Form 33 within the last 15 months.

? Participants who last filled in a Form 33 between 15 and 24 months ago.

* Participants withont a Form 33 within the last 24 months, who have been located (as indicated on Form 23) within the last 6 months.
* Panticipants with codes 5 (no follow-up) or § (absolutely no follow-up) on Form 7.

* Participants not in any of the above categories.
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Table 5.7
Locally Verified Outcomes (Annualized Percentages) by Age for OS Participants

Data as of: August 31, 2001

Age
Outcome Total 50-54 55-59 60-69 70-79
Number enrolled 93676 12386 17321 41196 22773
Mean follow-up (months) 49.2 52.6 514 481 47.6
Cardiovascular
CHD' 1006 (0.26%)] 29 (0.05%) 90 (0.12%) 399 (0.24%) 488 (0.54%)
CHD death? 261 (0.07%) 3 (0.01%) 17 (0.02%) B6 (0.05%) 155 (0.17%)
Clinical MI 823 (0.21%)| 26 (0.05%) 79 (0.11%) 333 (0.20%) 385 (0.43%)
Angina 1577 (0.41%)| 68 (0.13%) 152 (0.20%) 714 (0.43%) 643 (0.71%)
CABG/PTCA 1460 (0.38%) 41 (0.08%) 144 (0.19%) 666 (0.40%) 609 (0.67%)
Carotid artery disease 313 (0.08%)| 21 (0.04%) 25 (0.03%) 121 (0.07%) 146 (0.16%)
Congestive heart failure 934 (0.24%) 27 (0.05%) 76 (0.10%) 378 (0.23%) 453 (0.50%)
Stroke 779 (0.20%)| 19 (0.03%) 60 (0.08%) 296 (0.18%) 404 (0.45%)
PYD 226 (0.06%) 9 (0.02%) 18 (0.02%) 83 (0.05%) 116 (0.13%)
Coronary disease’ 3171 (0.83%)| 118 (0.22%) 294 (0.40%) 1358 (D.82%) 1401 (1.55%)
Total cardiovascular disease 4270 (1.11%)( 161 (0.30%) 374 (0.50%) 1774 (1.07%) 1961 (2.17%)
Cancer
Breast cancer” 1999 (0.52%)( 205 (0.38%) 362 (049%) 915 (0.55%) 517 (0.57%)
Invasive breast cancer 1653 (0.43%)| 170 (0.31%) 301 (04i%) 743 (045%) 439 (0.49%)
Non-invasive breast cancer 365 (0.10%) 38 (0.07%) 66 (0.09%) 180 (0.11%) 81 (0.09%)
Ovary cancer 188 (0.05%)| 14 {0.03%) 34 (0.05%) 81 (0.05%) 59 (0.07%)
Endometrial cancer® 253 (0.11%)| 22 (0.07%) 35 (0.08%) 118 (0.12%) 78 (0.15%)
Colorectal cancer 445 (0.12%)| 25 (0.05%) 55 (0.07%) 192 (0.12%) 173 (0.19%)
Other cancer® 1832 (0.48%)| 128 (0.24%) 231 (0.31%) 833 (0.50%) 640 (0.71%)
Total cancer 4605 (1.20%)| 389 (0.72%) 702 (0.95%) 2089 (1.27%) 1425 (1.58%)
Fractures
Hip fracture 388 (0.10%) 9 (0.02%) 33 (0.04%) 127 (0.08%) 215 (0.24%)
Vertebral fracture’ 50 (0.16%) 2 (0.04%) 5 (0.09%) 15 (0.12%) 28 (0.38%)
Other fracture®’ 413 (1.35%) 56 (1.25%) 70 (1.22%) 161 (1.24%) 126 (1.71%)
Totat fracture® 827 N/A| 66 N/A 105 N/A 295 N/A 361 N/A
Deaths
Cardiovascular deaths 553 (0.14%)| 11 (0.02%) 31 (0.04%) 192 (0.12%) 319 {0.35%)
Cancer deaths 923 (0.24%)| 51 (0.09%) 108 (0.15%) 392 (0.24%) 372 (0.41%)
Dcaths: other known cause 321 (0.08%)| 16 (0.03%) 36 ¢0.05%) 129 (0.08%) 140 (0.16%)
Deaths: unknown cause 150 (0.04%) 8 (0.01%) 10 (0.01%) 57 (0.03%) 75 (0.08%)
Deaths: not yet adjudicated 255 (0.07%) 8 (0.01%) 23 (0.03%) 100 (0.06%) 124 (0.14%)
Total death 2202 (0.57%)] 94 (0.17%) 208 (0.28%) 870 (0.53%) 1030 (1.14%

T “CHD" includes clinical M1 and CHD death, This definition has changed slightly from the February 2001 report.

2 “CHD death” includes definite and possible CHD death, This definition has changed slightly from the February 2001 report,

3 »Coronary disease” includes clinical M1, CHD death, angina, congestive heart failure, and CABG/PTCA.

* Excludes six cases with bordertine malignancy.

* Only women without a baseline hysterectomy are used to compute the annual rates of endometrial cancer.

S Only one report of "other cancer” or "other fracture” is counted per woman; however, the first other cancer or ather fracture of each type is adjudicated.
Excludes non-melanoma skin cancer and fractures indicated as pathological,

7 Only women from three bone density clinics are used to compute the annual rates for vertebral and other fractures,

* Hip fractures are adjudicated at all clinics, while other fractures arc adjudicated only at a few clinics. A combined annualized percentage cannot be computed.
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Locally Verified QOutcomes (Annualized Percentages) by Race/Ethnicity for OS Participants

Table 5.7 (Continued)

Data as of: August 31, 2001

Ethnicity
American
Indian/Alaskan Asian/Pacific Black/African Hispanic/ Other/

Outcomes Native Islander American Latino White Unspecified
Number enrolled 421 2671 7634 3608 78018 1324
Mean follow-up (months) 45.2 47.6 453 41,9 50.0 46.8
Cardiovascolar
CHD' 7 (044%) 18 (0.17%) 90 (031%) 18 (0.14%) 855 (0.26%) 18 (0.35%)

CHD death? 2 (013%) 3 (0.03%) 41 (0.14%) 1 (0.01%) 209 (0.06%) S5 (0.10%)

Clinical M1 6 (038%) 16 (0.15%) 62 (022%) 18 (0.14%) 707 (0.22%) 14 (0.27%)
Angina 9 (0.57%) 30 (0.28%) 131 (0.45%) 36 (0.29%) 1357 (0.42%) 14 (0.27%)
CABG/PTCA 6 (0.38%) 25 (024%) 88 (0.31%) 32 (0.25%) 1289 (0.40%) 20 (0.39%)
Carotid artery disease 2 (013%) 4 (0.04%) 18 (0.06%) 9 (0.07%) 273 (0.08%) 7 (0.14%)
Congestive heart failure 8 (050%) 14 (0.13%) 106 (0.37%)} 18 (0.14%) 774 (0.24%) 14 (0.27%)
Stroke 5 (032%) 25 (0.24%) 79 (0.27%) 11 (0.09%) 645 (0.20%) 14 (0.27%)
PVD 2 (013%) 2 (0.02%) 24 (0.08%) 3 (0.02%) 191 (0.06%) 4 (0.08%)
Coronary disease’ 18 (1.14%) 54 (051%) 285 (0.99%) 64 (0.51%) 2711 (0.83%) 39 (0.75%)
Total cardiovascular disease 25 (1.58%) 81 (0.76%) 1392 (1.36%) 82 (0.65%) 3629 (1.12%) 61 (1.18%)
Cancer
Breast cancer® 3 (0.19%) 36 (0.34%) 119 (041%) 55 (044%) 1767 (0.54%) 19 (0.37%)

Invasive breast cancer 2 (0.13%) 27 (0.25%) 96 (033%) 41 (0.33%) 1471 (0.45%) 16 (0.31%)

Non-invasive breast cancer 1 (0.06%) 9 (0.08%) 24 (0.08%) 14 (0.11%) 313 (0.10%) 4 (0.08%)
Ovary cancer 0 (0.00%) 2 (0.02%) 9 (0.03%) 5 (0.04%) 172 (0.05%) O (0.00%)
Endometrial cancer® 0 (0.00%) 5 (0.07%) 4 (0.03%) 4 (0.06%) 234 (0.12%) 6 (0.20%)
Colorectal cancer 1 (006%) & (0.08%) 356 (0.19%) 7 (0.06%) 370 (0.11%) 3 (0.06%)
Other cancer® 7 (044%) 33 (0.31%) 115 (040%) 37 (0.29%) 1615 (0.50%) 25 (0.48%)
Total cancer 11 (0.69%) 81 (0.76%) 295 (1.02%) 107 (0.85%) 4059 (1.25%) 52 (1.01%)
Fractures
Hip fracture 2 (013%) 6 (0.06%) S5 (0.02%) 4 (0.03%) 367 (0.11%) 4 (0.08%)
Vertebral fracture’ 1 (025%) O (0.00%) 1 (0.03%) 2 (0.10%) 46 (0.19%) 0 (0.00%)
Other fracture®’ 6 (1.51%) 2 (1.60%) 22 (0.57%) 19 (0.96%) 361 (1.50%) 3 (1.61%)
Total fracture’ 9 N/A 8 N/A 27 N/A 24 N/A 1752 NA 7 N/A
Deaths
Cardiovascular deaths 5 (032%) 9 (0.08%) 69 (024%) 3 (0.02%) 458 (0.14%) 9 (0.17%)
Cancer deaths 3 (019%) 14 (0.13%) 73 (0.25%) 20 (0.16%) 802 (0.25%) 11 (0.21%)
Deaths: other known cause 9 (057%) 4 (0.04%) 30 (0.10%) 13 (0.10%) 258 (0.08%) 7 (0.14%)
Deaths: unknown cause 0 (0.00%) 2 (0.02%) 23 (0.08%) 7 (0.06%) 117 (0.04%) 1 (0.02%)
Deaths: not vet adjudicated 2 (0.13%) 11 (0.10%) 29 (0.10%) 9 (0.07%) 202 (0.06%) 2 (0.04%)
Total death 19 (1.20%) 40 (0.38%) 224 (0.78%) 52 (0.41%) 1837 (0.57%) 30 (0.58%)

! “CHD" includes clinical M1 and CHD death. This definition has changed slightly from the February 2001 report.
? “CHD death” includes definite and possible CHD death. This definition has changed slightly from the February 2001 report.
* "Coronary disease” includes clinical MI, CHD death, angina, congestive heart failure, and CABG/PTCA.
* Excludes six cases with bordetline malignancy.
3 Only women without a baseline hysterectomy are used to compute the annual rates of endometrial cancer.
% Only one report of "other cancer” or "other fracture” is counted per woman; however, the first other cancer or other fracture of each type is adjudicated.

Excludes non-melanoma skin cancer and fractures indicated as pathological.
7 Only women from three bone density clinics are used to compute the annual rates for vertebral and other fractures,
* Hip fractures are adjudicated at all clinics, while other fractures arc adjudicated only at a few clinics. A combined annualized percentage cannot be computed.
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Table 5.8
Counts (Annualized Percentages) of Participants with Self-Reported Outcomes by Age and Race/Ethnicity
for OS Participants who did not report a prevalent condition at baseline

Data as of: August 31, 2001

Age

Outcome Total 50-54 55-59 60-69 70-79

Number randomized 93676 12386 17321 41196 22773

Mean follow-up (months) 49.2 52.6 51.4 48.1 47.6

Hospitalizations

Ever 260952 (7.02%) 2510 (4.62%) 3862 (5.21%) 11937 (7.23%) 8643 (9.57%)

Two or more 10384 (2.71%) BI8 (1.51%) 1272 (1.72%) 4544 (2.75%) 3750 (4.15%)

Other

DVT! 353 (0.10%) 34 (0.06%) 36 (0.05%) 160 (0.10%) 123 (0.14%)

Pulmonary embolism 209 (0.06%) 23 (0.04%) 23 (0.03%) 90 (0.06%) 73 (0.08%)

Diabetes (treated) 2537 (0.69%) 288 (0.54%) 467 (0.65%) 1159 (0.73%) 623 (0.72%)

Gallbladder disease® 3211 (0.99%) 513 (1.07%) 627 (0.98%) 1419 (1.03%) 652 (0.88%)

Hysterectomy 1761 (0.78%) 258 (0.80%) 359 (0.78%) 802 (0.84%) 342 (0.68%)

Glaucoma 4185 (1.14%) 415 (0.78%) 632 (0.88%) 1894 (1.20%) 1244 (1.50%) |

Osteoporosis 12605 (3.58%)| 1186 (2.26%) 1897 (2.69%) 5857 (3.89%) 3665 (4.69%) |

Osteoarthritis® 9010 (4.03%)] 1070 (273%) 1569 (3.22%) 4050 (4.39%) 2321 (5.31%) ‘

Rheumatoid arthritis 2573 (0.71%) 373 (0.71%) 508 (0.72%) 1012 (0.65%) 680 (0.80%) |

Intestinal polyps 6569 (1.89%) 753 (1.46%) 1191 (1.71%) 3052 (2.06%) 1573 (2.02%)

Lupus 576 (0.15%) 94 (017%) 114 (0.15%) 251 (0.15%) 117 (0.13%)

Kidney stones® 1103 (0.40%) 145 (0.40%) 211 (0.41%) 461 (0.38%) 286 (0.43%)

Cataracts® 14370 (6.15%) 691 (1.88%) 1745 (3.45%) 7459 (7.16%) 4475 (10.60%) |

Pills for hypertension 11567 (4.21%)]| 1279 (2.83%) 2030 (3.51%) 4972 (4.33%) 3286 (5.81%)

Race/Ethnicity
American ‘ |
Indian/  Asian/Pacific Black/African Hispanic/ Other/ |

Quicomes Alaskan Native  Islander American Latino White Unspecified
Number randomized 421 2671 7634 3608 78018 1324
Mean follow-up (months) 4572 47.6 453 419 50.0 46.8
Hospitalizations
Ever 137 (8.64%) 469 (4.43%) 2105 (7.31%) 721 (5.72%) 23187 (7.13%) 333 (6.44%)
Two or more 58 (3.66%) 163 (1.54%) 812 (2.82%) 222 (1.76%) 8994 (2.77%) 135 (2.61%)
Other
DvVT! 2 (013%) 2 (0.02%) 25 (0.09%) 5 (0.04%) 317 (0.10%) 2 (0.04%)
Pulmonary embolism 1 (0.06%) 3 (0.03%) 18 (0.06%) 1 (0.01%) 185 (0.06%) 1 (0.02%)
Diabctes (treated) 27 (2.00%) 91 (0.90%) 409 (1.62%) 162 (1.38%) 1814 (0.57%) 34 (0.69%)
Gallbladder disease® 20 (1.60%) 42 (0.44%) 209 (0.82%) 131 (1.33%) 2767 (1.01%) 42 (0.97%)
Hysterectomy 3 (0.38%) 31 (0.45%) 78 (0.60%) 58 (0.84%) 1560 (0.80%) 31 (1.03%)
Glaucoma 23 (1.59%) 134 (1.33%) 500 (1.89%) 142 (1.19%) 3325 (1.07%) 61 (1.23%)
Osteoporosis 50 (3.43%) 380 (3.92%) 522 (1.90%) 385 (3.32%) 11072 (3.73%) 196 (4.14%)
Osteoarthritis® 38 (4.31%) 258 (3.46%) 734 (4.40%) 409 (4.95%) 7434 (3.97%) 137 (4.35%)
Rheumatoid arthritis 21 (1.45%) 55 (0.54%) 397 (1.52%) 224 (1.91%) 1823 (0.59%) 53 (1.10%)
Intestinal polyps 25 (1.72%) 161 (1.70%) 535 (2.02%) 188 (1.59%) 5573 (1.90%) 87 (1.87%)
Lupus 7 (0.45%) 11 (0.10%) 57 (0.20%) 27 (0.22%) 463 (0.14%) 11 (0.21%)
Kidney stones® 10 (0.89%) 16 (0.21%) 127 (0.60%) 68 (0.72%) 863 (0.37%) 19 (0.50%)
Cataracts’ 31 (5.29%) 373 (5.78%) 1033 (5.66%) 446 (5.11%) 12249 (6.24%) 218 (6.833%)
Pills for hypertension 48 (4.79%) 332 (4.45%) 982 (6.97%) 480 (5.08%) 9559 (4.00%) 166 (4.58%

' Inpatient DVT only,

*"Gallbladder disease” includes self-reports of both hospitalized and non-hospitalized cvents.
3 These outcomes have not been self-reported on all versions of Form 33. The annualized percentages are corrected for the different amounts of follow-up.
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Table 5.9
First Reported Locally Verified Outcomes Before and After AV-3' for OS Participants

Data as of: August 31, 2001

Before AV-3 After AV-3
Outcome
Number at risk 93676 92855
Cardiovascular
CHD’ 695 311
CHD death’ 154 107
Clinical M1 585 238
Angina 1245 332
CABG/PTCA 1062 398
Carotid artery discase 230 &3
Congestive heart failure 660 274
Stroke ' 524 255
PVD 182 44
Coronary disease® 2381 790
Total cardiovascular disease 3178 1092
Cancer
Breast cancer 1478 521
Invasive breast cancer 1208 445
Non-invasive breast cancer 284 g1
Ovary cancer 141 47
Endometrial cancer 186 67
Colorectal cancer 321 124
Other cancer® 1311 521
Total cancer 3378 1227
Fractures
Hip fracture 268 120
~Vertebral fracture 33 17
Other fracture® ' 271 142
Total fracture 562 265
Deaths
Cardiovascular deaths 333 220
Cancer deaths 533 390
Deaths: other known cause 193 128
Deaths: unknown cause 68 82
Deaths: not yet adjudicated 83 172
Total death . 1210 992

! AV-3 date is the blood draw date for participants with an AY-3 blood draw and the OS enrollment date plus 3 years for participants without an AV-3 bloed
draw.

? “CHD" includes clinical Ml and CHD death.

3 “CHD death” includes definite and possible CHD death. This definition has changed slightly from the February 2001 report.

4 "Coronary disease” includes clinical M1, Evolving Q-wave MI, Possible evolving Q-wave MI, CHD death, angina, congestive heart faiture, and CABG/PTCA.

¥ Excludes eight cases with borderline malignancy.

® Only one report of "other cancer™ or "other fracture” is counted pper woman; however, the first other cancer or other fracture of each type is adjudicated.

Excludes non-melanoma skin cancer and fractures indicated as pathological.
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Counts of Participants with Self-Reported Outcomes Before and After AV-3!
for OS Participants who did not report a prevalent condition at baseline

Table 5.10

Data as of: August 31, 2001

Before AV.3  After AV-3

Outcome

Number at risk 93676 92855
Ever hospitalized 18737 8215
DVT? 222 131
Pulmonary embolism 126 83
Diabetes (treated) 1703 834
Gallbladder disease’ 2079 1132
Hysterectomy 1226 535
Glaucoma 2702 1483
Osteoporosis 8543 4062
Osteoarthritis* 6193 2817
Rheumatoid arthritis 1689 834
Intestinal polyps 4279 2290
Lupus 341 235
Kidney stoncs® 621 482
Cataracts® 3887 5483
Pills for hypertension 7955 3612

' AV-3 date is the blood draw date for participants with an AV-3 blood draw and the OS enroliment date plus 3 years for participants without an AV-3 blood

draw.
% Inpatient DVT only.

3 “Gallbladder diseass™ includes self-reports of both hospitalized and non-hospitalized events,
* These outcomes have not been self-reported on all versions of Form 33. The annualized percentages are corrected for the different amounts of follow-up.
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6. Outcomes Processing

6.1 Overview

Most outcomes are initially ascertained by self-report on Form 33 — Medical History Update.
CT participants complete this form every six months; OS participants complete this form every
year. Those participants who report an outcome requiring documentation and adjudication are
asked to complete a more detailed form (Form 33D) that collects the information needed to
request the associated medical records.

After these forms are completed and entered into the database, the CCs identify adjudication
cases based on the Form 33D information. CCs then request hospital and related records.
Once the cases are documented, clinic staff sends the charts having potential cardiovascular,
cancer, and fracture outcomes to the local physician adjudicator for evaluation and
classification. Key cardiovascular outcomes are further adjudicated by a central committee
process. The investigators at UCSF (Steve Cummings, PI) subcontract to the CCC to
adjudicate all hip fractures. Staff at the CCC code and adjudicate all cancers of major interest
in the study (breast, colon, rectum, ovary, and endometrium) using standardized SEER
guidelines. Outcomes for selected other diseases, such as diabetes, galibladder disease, and
hysterectomy, are collected as self-reports only.

The monitoring analysis is conducted on outcomes as classified by the local adjudicator.
Currently, about 94% of the self-reports have been adjudicated. We do not report on the self-
reports for which the adjudication process is not yet finished. We feel that we have now
reached the stage in the study where the fraction of the self-reports that are not yet adjudicated
is sufficiently small that omitting unadjudicated self-reports does not distort the larger picture.

6.2  Terminology

When a particular outcome, say M1, is investigated, all participants can be divided into five
groups:

1. Those who have no self-report of an MI and have no locally confirmed ML

2. Those who have a self-report of an MI and a locally confirmed MI. We refer to these |
participants’ cases as confirmed (with self-report). |

3. Those who have no self-report of an MI but do have a locally confirmed MI usually as a
result of an investigation of a self-report of another outcome. We refer to these
participants’ cases as confirmed (without self-report).

4. Those who have a self-report of an MI but do not have a locally confirmed MI, and for

whom all relevant adjudication cases are closed. We refer to these participants’ self-reports
as denied.

5. Those who have a self-report of an M, but do not have a locally confirmed MI, while some

of the relevant adjudication cases are still open. We refer to these participants’ self-reports
as open.
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The confirmed cases are the cases of participants in categories 2 and 3; the self-reports are the
cases of participants in categories 2, 4, and 5; the closed self-reports are the cases of
participants in categories 2 and 4. For some analyses we divide the denied self-reports into
three groups:

4a. The reports of the participants for which the self-reported outcome was denied, but for
whom a related outcome (e.g., an angina based on an MI self-report) was found. We refer
to those participants’ self-reports as denied - related outcome found. For the outcome
tables, we consider all cardiovascular outcomes to be related, all cancer outcomes to be
related, and all fracture outcomes to be related.

4b. The reports of the participants for which the self-reported outcome was denied after review
of the relevant documentation. We refer to those participants’ self-reports as denied - no
(related) outcome found.

4c. The reports of the participants for which the self-report was denied for administrative
reasons. Self-reports can only be denied if they satisfy one of several narrowly defined
rules. Usually this means that no documentation was obtained after several attempts over a
one-year period.

6.3  Outcomes Data Quality

Tables 6.1-6.2 - Timeliness and Completeness of Local Adjudications display the distribution
of time required to locally adjudicate a self-reported outcome by month on Form 33 for the CT
and the OS, respectively. This table is based on the day on which the form was received by the
clinic, which may not be the same as the day on which the form was entered in the database.
Overall 95% of self-reported outcomes in the CT and 94% of the self-reported outcomes in the
OS requiring adjudication have been closed. In particular, 52% of the outcomes in the CT and
55% of the outcomes in the OS have been closed within 90 days of self-report and 72% (CT)
and 75% (OS) within 180 days. (Note: the fact that the percentages for the OS appear better is
because most of the outcomes in 1996 and earlier, when outcomes processing was considerably
slower, are CT outcomes.)

Since 1997, the percentage of forms that were adjudicated within 90 days has increased from
about 40% to over 70%, and the percentage of forms that were adjudicated within 180 days has
increased from about 60% to almost 90%. At the same time, the percentage of forms that are
more than a year old that have not yet been adjudicated has been reduced to 0.7%. Currently,
29 of the 40 clinics have ten or fewer outstanding Forms 33D that are more than a year old.

Figures 6.1-6.2 — Timeliness per Period of Self-Report display Kaplan-Meier curves for the
time period from reporting an outcome on Form 33D until the adjudication case is closed per
year of self-report separately for the CT and OS. Both figures clearly show that improvements
in the processing of outcomes have happened throughout the study. The CCC continues to
work closely with the Outcomes-PMC to devclop reports and other tools that will facilitate
timely outcomes processing by the CCs. The two current areas of emphasis of the OPMC are
assisting clinics in closing out the few really old cases, and assisting the remaining clinics that
are Jagging behind in the timeliness of outcomes processing.
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Tables 6.3-6.4 — Agreement of Local Adjudications with Self-Reports show condition types that
the participant can indicate on Form 33 or Form 33D and the fraction of time that the local
adjudicator agrees with that self-report. Because of the complications of the adjudication
process, it is not straightforward to define an appropriate estimate of the accuracy of individual
self-reports. For example, for most outcome types, second occurrences do not need to be
adjudicated, but if the participant reports a second occurrence before the first is confirmed, an
adjudication case will be opened. This case will be closed without a locally confirmed outcome
when the first self-report is confirmed. To circumvent this and similar problems, the unit in
Tables 6.3 and 6.4 is defined to be a participant rather than an outcome event. For some
participants whose self-report is denied, related ontcomes may be found. We also note that on
Form 33 and Form 33D participants report a “‘stroke or transient ischemic attack (TIA),” while
for monitoring purposes only the outcome “stroke” is used. Thus, the number of confirmed
cases in Tables 6.3 and 6.4, which include TIA, is substantially larger than that in some of the
outcomes tables in other sections of this report.

A self-reported outcome may be denied for the following reasons: (i) the outcome did take
place, but could not be verified because insufficient evidence was available to the WHI
adjudicator; (ii) the outcome did not take place, but a related outcome (which may or may not
be of interest to WHI) occurred; (iii) the outcome took place before enrollment in WHI; and (iv)
the current self-report was a duplicate report of a previous self-report.

The accuracy of self-reports varies considerably by outcome. For many outcomes the
agreement rates for the CT are a few percentage points higher than for the OS. The accuracy of
cancer and fracture self-reports may be higher than that for cardiovascular disease because more
cardiovascular self-reports result in a related outcome. If those related outcomes are included
with the confirmed self-reports, cardiovascular outcomes have a 75% agreement rate between
self-reports and locally confirmed outcomes (83% if we exclude angina, which is probably the
softest cardiovascular outcome), cancer outcomes have an agreement rate of 87% (93% for the
primary cancers), and fracture outcomes have an agreement rate of 79% for the CT and OS
combined.

Note that the accuracy of self-reports for other fractures (other cancers) reflects the percentage
of people who reported an other fracture (other cancer) for whom any of the fractures (cancers)
in the other category was found, even if the participant indicated the wrong skeletal site (cancer
site).

Tables 6.5-6.6 — Agreement of Central Adjudications with Local Adjudications show that there
is good agreement between local and central adjudications for all outcomes. Often angina and
congestive heart failure occur in conjunction with an MI. Disagreement on angina or CHF,
when there is agreement about the MI is not considered very serious. Some self-reports are
locally adjudicated as one type of outcome, while they are centrally adjudicated as another
outcome. Data regarding such cross-classification is not shown. As of August 31, 2001 the
rules as to which locally confirmed cardiovascular cases are centrally adjudicated have changed.
The current tables reflect only the period before that data. In particular, from now on stroke for
HRT participants will be centrally adjudicated by NHLBI neurologists.

Table 6.7-6.8 — Agreement of Locally and Centrally Adjudicated Cause of Death. We note that
in general there is good agreement between the local and central assessment of the cause of
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6.4

6.5

death. For most causes the agreement is about 80-90%. Notable exceptions are the “other” and
“unknown’ categories of all types: central adjudication seems to be able to determine the cause
of death more frequently than local adjudication. In this table artherosclerotic death includes
both definite and possible CHD death, as early on in the study these two categories were a
combined cause of death.

Outcomes Data Summary

Table 6.9 — Locally Verified Outcomes (Annualized Percentages} by Age and Ethnicity for CT
contains the number of locally verified outcomes for the major WHI outcomes categories.
Since about 6% of the self-reports still need to be adjudicated, the numbers in these tables give
a lower bound on the number of outcomes that currently have occurred.

Currently, for the CT we observe approximately 95% of the invasive breast cancer, 75% of the
colorectal cancer and 35% of the hip fracture, and 60% of the CHD cases of what was assumed
for the power calculations. Note that DVT and PE, which are only adjudicated for HRT
participants, are not included in this table.

Table 6.10 — Counts (Annualized Percentages) of Participants with Self-Reported Outcomes by
Age and Ethnicity for CT contains counts of the number of self-reports for some of the WHI
outcomes that are not adjudicated. As for many of the confirmed outcomes, the participants
over report (see Tables 6.3-6.4). The numbers in these tables should be seen as upper bounds to
the number of outcomes that have currently occurred. Not surprisingly, for many of the
outcomes the rates differ considerably by minority status and by age at baseline.

Similar tables for the HRT, DM, CaD, and the OS components are in the chapters about these
components. Currently, the rate of fractures in the OS and CT is very similar. The rate of
cardiovascular events is slightly higher and the rate of cancers is slightly lower in the CT than
in the OS.

Tables 6.11 —~ Locally Confirmed Other Cancers and 6.12 — Locally Confirmed Other Fractures
split out the other cancers and other fractures for the locally verified outcomes by event type
and by study. Since for OS participants other fractures are only locally verified at the three
bone mineral density clinics, we provide the number of self-reported fractures for these
participants. In the CT, approximately 80% of self-reported fractures are confirmed, though the
location of the fracture is misreported in approximately 25-30% of cases.

ECG Data

Electrocardiograms (ECGs) are given to all CT participants at baseline and in years 3, 6, and 9.
The ECGs are sent to EPICARE (Pentti Rauthaharju, PI), which subcontracts to the CCC.
EPICARE provides the CCC with a comprehensive analysis of each individual ECG, as well as
with a serial analysis of the follow-up ECGs of a participant relative to that participant’s
baseline ECG. This serial analysis is intended to identify silent MIs: MIs that are detected by
this ECG analysis, but were not reported by the participant. As of February 28, 2001, the CCC
had received serial analysis on 49,554 CT participants whose year 3 ECGs and/or their year 6
ECGs had been analyzed by EPICARE.
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Table 6.13 — Cross-tabulation of ECG Codes Suggesting an MI and Locally Confirmed and
Self-Reported MI for All CT Participants shows the relation between MIs that have been
identified prior to the follow-up ECG and incident MIs as identified by the ECG analysis. A
total of 40 evolving Q-wave Mls have been identified. We note that 15 of these MTs were also
identified by the regular outcomes reporting process. The remaining 25 evolving Q-wave MIs
are thus the “definite silent MIs.” Table 6.9 also gives the number of possible silent MIs.

Vital Status

Table 6.14 — Cause of Death: CT and OS Participants (Annualized Percentages) presents the
cause of death for CT and OS participants. To reduce the time that it takes before cause of
death information is available on WHI participants who have passed away, clinics are
encouraged to report a “temporary” cause of death for those participants for whom some, but
not all, documentation related to the death has been collected. The goal is that a temporary
cause is entered in the database as soon as possible, preferably within eight weeks. The cause
based on the complete documentation should be entered as soon as all documents are collected.
Cases for which reported unsuccessful requests for documentation have been made over a one-
year period can be closed out with incomplete documentation.

Since the previous semi-annual report, we have completed the first NDI search. Results of this
investigation are reported below -and detailed in Table 6.15. The NDI search identified 26
women as dead, whose death had not otherwise been ascertained by WHI. The death of an
additional 10 participants was also identified by WHI, but their death was not yet adjudicated.
For these participants we used the cause of death based on the NDI provided ICD code, in
Table 6.14.

As of the August 31, 2001 database, there were 1,419 deaths in the CT and 2,202 in the OS. Of
the 1,419 CT deaths, there were 1192 (84%) for which a final adjudication (or NDI report) was
available, and an additional 116 (8%) for which a temporary adjudication was available. These
1,419 CT deaths include 73 that were first reported after July 1 of this year. Of the 1,346 that
were first reported before July 1, 2001, 1,184 have a final adjudication and 98 have a temporary
one, giving us cause of death information on 95% of the CT deaths. For the OS there is cause
of death information on 88% of all deaths, and 93% of all deaths that were reported before

July 1, 2000.

Table 6.15 — Results of NDI Search. Since the last Semi-Annual Progress Report, we have
carried out our first search of the National Death Index (NDI) database. This search was carried
out for the Clinical Trial and the Observational Study combined, and all numbers of participants
in this subsection refer to the combined studies. Early this spring we submitted information on
1,252 participants who were reported dead to WHI before J anuary 1, 2000, 2,249 names of
participants who were lost-to-follow-up as of August 8, 2000, with whom the last contact was
before January 1, 2000, and 500 participants whom we knew to be alive as of January 1, 2000,
Table 6.15 shows the number of matches that NDI returned, and the number of those matches
that were of sufficient quality to use in WHI. Briefly, a match was considered to be of
sufficient quality if:

1. the date of last contact with the participant is before the date of death reported by NDI; and
2. the gender of the match returned by NDI is female;
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3. NDI considers the match to be class 3 or better or first name and last name and date of birth
match between the NDI record and the WHI record.

If ail 9 digits of the social security number match between the NDI record and the WHI record,
the match 1s an NDI class 3 or better. If various other combinations of items match between
NDI and WHI the match can be class 2 or 3 as well. For participants known to be dead, we also
consider matches where the date of death matches between NDI and WHI, and at most one of
gender, first name, last name, or date of birth do not match.

We note that the NDI search identified 53 lost-to-follow-up participants as dead. As it turned
out, however, about half of these participants were reported dead to WHI since August 31,
2000. The remaining 26 (8 CT, 18 OS) are included in all relevant tables. For these
participants, CCC scientists converted the ICD-9 and ICD-10 codes that were provided by NDI
in the death subclasses that we use in WHL

Table 6.16 - Lost-to-Follow-up and Vital Status by Clinic: CT Participants displays
information about the follow-up and vital status by clinic. Since 1999, clinics are regularly
provided with a list of participants for whom there is no Form 33 within the last 18 months and
who are not known to be deceased. Clinics are asked to make every effort to try to locate these
participants and to encourage further study participation. Some participants had information in
the database that indicated that she never wanted to be contacted again by WHI. If this were the
case, clinics were to verify whether this participation status was correct. ¥ indeed a participant
has expressed this opinion, she is not to be contacted again. For these participants, we will still -
be able to obtain limited vital status information from National Death Index (NDI) searches.

About 2.1% of the CT participants are deceased, we do not know the vital status of about 1.5%
of the CT participants, and 1.9% of the participants request no further follow-up. In addition,
we lack recent outcomes information on an additional 0.1% of the participants. The study
design assumed that 3% per year of the participants would be lost-to-follow-up or death. As the
average follow-up of participants is now 4.7 years, we note that the follow-up is much better
than what was assumed in the design.

There is considerable clinic-to-clinic variation in the vital status data. The percentage of
participants who are lost-to-follow-up ranges from 0.1 to 8.5% per clinic. The percentage of
participants who stopped follow-up ranges from less than 0.3 to 8.2%.

Table 6.17 — Lost-to-Follow-up and Vital Status by Clinic: OS Participants contains the same
information as Table 6.16 but about the OS. For OS, the participants are considered lost-to-
follow-up if we have not received a Form 33 within the last 24 months. Approximately 3.0%
of the OS participants are either lost-to-follow-up or have stopped follow-up.
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Timeliness and Completeness of Local Adjudications — CT Participants’

Table 6.1

Data as of: August 31, 2001

Forms with conditions®

Number and % of forms with conditions locally adjudicated by days
from Form 33 encounter date to completion of local adjudication

Date of Form 33

encounter <90 <180 Closed Open
N N % N % N % N %o

<= June 30 1996 3916 268 7% 775 20% /1 100% 5 0%
1996 July - December 1383 308 22% 718 52% 1382 100% 1 0%
1997 January-June 2177 765 35% 1333 61% 2174 100% 3 0%
1997 July-December 2546 977 38% 1514 59% 2546 100% 0 0%
1998 January-June 3576 1664 47% 2783 78% 3576 100% 0 0%
1998 July-December 4159 2362 5% 3337 80% 4151 100% 8 0%
1999 January-June 4602 2834 62% 3810 83% 4584 100% 18 0%
1999 July-December 4466 2872 64% 3700 83% 4439 59% 27 1%
2000 January-June 4708 3107 66% 3969 84% 4615 98% 93 2%
2000 July 653 469 12% 559 86% 640 98% 13 2%
2000 August 850 584 69% 715 84% 816 96% 34 4%
2000 September 674 444 66% 582 86% 650 96% 24 4%
2000 October 854 566 66% 734 86% 813 95% 41 5%
2000 November 747 492 66% 662 89% 707 95% 40 5%
2000 December 627 438 70% 575 92% 600 96% 27 4%
2001 Janvary 896 620 69% 777 87% 818 91% 78 9%
2001 February 201 567 1% 704 8% 713 89% g8 11%
2001 March 082 700 71% 869 88% 870 89% 112 11%
2001 Apnl 710 566 74% 668 87% 668 87% 102 13%
2001 May 920 686 T5% 752 82% 752 82% 168 18%
2001 June 818 540 66% 540 66% 540 66% 278 34%
2001 July 826 375 45% 375 45% 375 45% 451 55%
2001 August 622 72 12% 72 12% 72 12% - 550 88%
Tolal 42573 22276 52% 30523 T2% 40412 95% 2161 5%

! This table is based on the day Form 37 was received by the clinic, not on the day the form was entered in the database.
¥ Conditions are self-reported events that require additional documentation,
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Table 6.2
Timeliness and Completeness of Local Adjudications — OS Participants’

Data as of: August 31, 2001

Number and % of forms with conditions locally adjudicated by days

Forms with conditions’ from Form 33 encounter date to completion of local adjudication
Date of Form 33
encounter £90 s 180 . Closed Open

N N % N % N % N %
<= June 30 1996 238 85 36% 128 54% 238 100% 0 0%
1996 July - December 1310 308 24% 702 54% 1307 100% 3 0%
1997 January-June 2153 845 39% 1403 65% 2148 100% 5 0%
1997 July-December 2296 709 31% 1359 59% 2293 100% 3 0%
1998 January-June 2833 1269 45% 2037 2% 2831 100% 2 0%
1998 July-December 3803 2006 53% 2903 76% 3795 100% 8 0%
1999 January-June 4752 2851 60% 3936 83% 4741 100% 11 0%
1999 July-December 4215 2535 60% 3427 81% 4191 9% 24 1%
2000 January-June 5927 3789 64% 4909 83% 5823 98% 104 2%
2000 July 804 524 65% 659 82% 776 7% 28 3%
2000 August 911 620 68% 776 85% 876 96% 35 4%
2000 Septcmber 688 451 66% 589 86% 658 6% 30 4%
2000 October i 467 66% 621 87% 680 96% 31 4%
2000 November 598 370 62% 510 85% 556 93% 42 7%
2000 December 597 413 69% 517 87% 355 93% 42 %
2001 January 853 615 72% 753 88% 783 2% 70 8%
2001 February 719 506 70% 644 20% 649 90% 70 10%
2001 March . 998 633 63% 874 B8% 874 88% 124 12%
2001 April 864 596 69% 724 84% 724 84% 140 16%
2001 May 1102 792 2% 873 79% 873 79% 229 21%
2001 June 813 502 62% 502 62% 502 62% E) B 38%
2001 July 888 393 44% 393 44% 393 44% 495 56%
2001 August 802 91 11% 9] 11% 91 11% 711 89%
Total 38875 21370 55% 29330 75% 36357 94% 2518 0%

! This table is based on the day Form 33 was received by the clinic, not on the day the form was entered in the database.
2 Conditions are self-reported events that require additional documentation.
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Figure 6.1 Clinical Trial Timeliness per Period of Self-Report
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Percent open seif-report

Figure 6.2 Observational Study Timeliness per Period of Self-Report
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Agreement of Centraerdjudications with Local Adjudications — CT Participants

Table 6.5

Data as of: August 31, 2001

Locally
confirmed | Centrally adjudicated In agreement
N N % N %"

Cardiovascular
MI 792 553 10% 467 84%
Angina’ 1480 1045 % 789 76%
Congestive heart failure 715 479 67% 363 76%
CABG/PTCA 1302 898 69% 866 96%
DVT® 206 141 68% 119 84%
Pulmonary embolism’ 122 79 65% 70 89%
Cancers
Breast cancer 1370 1130 82% 1126 100%

Invasive 1075 888 83% 874 98%

Non-Invasive 295 242 82% 208 86%
Ovary cancer 128 105 82% 83 79%
Endometrial cancer 173 154 89% 148 96%
Colorectal cancer 386 308 80% 302 98%
Fractures
Hip fracture 30t 249 83% 239 96%

! Percentage is relative to centrally adjudicated cases.

?Participants with a confirmed MI no longer require adjudication of angina.
*HRT only; DVT and PE are centrally adjudicated since May of 1997,

SADSMEA4_AUG2001\REPORTSVANNUALG_AUGOL.DOC
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Table 6.6
Agreement of Central Adjudications with Local Adjudications — OS Participants

Data as of: August 31, 2001

Locally
confirmed Centrally adjudicated In agreement
N N % N %'

Cardiovascular
Mi 823 521 63% 423 81%
Angina’ 1656 1146 69% 897 78%
Congestive heart failure 934 614 66% 486 79%
CABG/PTCA 1460 954 65% 908 95%
Cancers
Breast cancer 1927 1517 T9% 1483 98%

Invasive 1581 1241 T8% 1173 95%

Non-Invasive 346 276 30% 222 80%
Ovary cancer 170 123 2% {01 82%
Endometrial cancer 242 195 81% 180 92%
Colorectal cancer 421 317 75% 299 94%
Fractures
Hip fracture 388 310 80% 303 98%

! Percentage is relative to centrally adjudicated cases,
*participants with a confirmed M1 no longer require adjudication of angina.

SADSMB\14_AUG2001\REPORTS\VANNUALG_AUGO1.DOC
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Table 6.9
Locally Verified Outcomes (Annualized Percentages) by Age for CT Participants
Data as of: August 31, 2001
Age

Outcome Total 50-54 55.59 60-69 70-79
Number randomized 68133 9190 14662 31394 12887
Mean follow-up (months) 55.5 61.6 577 53.7 52.9
Cardiovascular
CHD' 958 (0.30%) 58 (0.12%) 103 (0.15%) 438 (0.31%) 359 (0.63%)

CHD death” 202 (0.06%) 12 {0.03%) 19 (0.03%) 83 (0.06%) 88 (0.15%)

Total MI® 821 (0.26%) 48 {0.10%) 89 (0.13%) 378 (0.27%) 306 (0.54%)

Clinical MI 792 (0.25%) 43 (0.09%) 88 (0.12%) 361 (0.26%) 300 (0.53%)
Evolving Q-wave MI* 50 (0.02%) 7 (0.01%) 3 (<0.01%) 27 (0.02%) 13 (0.02%)

Possible evolving Q-wave Mmr* 184 (0.06%) 17 (0.04%) 29 (0.04%) 80 (0.06%) 58 (0.10%)
Angina 1401 (0.44%) 67 (0.14%) 181 (0.26%) 679 (0.48%) 474 (0.83%)
CABG/PTCA 1302 (0.41%) 55 (0.12%) 164 (0.23%) 628 (045%) 455 (0.80%)
Carotid artery disease 261 (0.08%) 6 (0.01%) 31 (0.04%) 120 (0.09%) 104  (0.18%)
Congestive heart failure 715 (0.23%) 32 (0.07%) 76 (0.11%) 307 (022%) 300 (0.53%)
Stroke 720 (0.23%) 26 (0.06%) 67 (0.09%) 323 (0.23%) 304 (0.54%)
PVD 187 (0.06%) 3 (0.02%) 21 (0.03%) 88 (0.06%) 70 (0.12%)
CHD!/Possible evolving Q-wave 1116 (0.35%) 75 (0.16%) 126 (0.18%) 504 (0.36%) 411 (0.72%)
MI
Coronary discase’ 2894 (0.92%) 159 (0.34%) 353 (0.50%) 1366 (0.97%) 1016 (1.79%)
Total cardiovascular disease 3826 (1.21%) 193 (041%) 443 (0.63%) 1808 (1.29%) 1382 (243%)
Cancer |
Breast cancer® 1372 (0.44%) 146 (0.31%) 287 (041%) 669 (0.48%) 2710 (0.48%) |

Invasive breast cancer 1078 (0.34%) 106 (0.22%) 230 (0.33%) 523 (0.37%) 219 (0.39%) |

Non-invasive breast cancer 307 (0.10%) 40 (0.08%) 62 (0.09%) 152 (0.11%) 53 (0.09%)
Ovary cancer 138 (0.04%) 17 (0.04%) 25 (0.04%) 64 (0.05%) 32 (0.06%)
Endometrial cancer’ 173 (0.09%) 20 (0.07%) 38 (0.09%) 77 (0.10%) 38 (0.12%)
Colorectal cancér 390 (0.12%) 23 (0.05%) 56 (0.08%) 198 (0.14%) 113 (0.20%)
Other cancer® 1432 (0.45%) 116 (0.25%) 224 (0.32%) 695 (0.49%) 397 (0.70%)
Total cancer 3419 (1.09%) 316 (0.67%) 612 (087%) 1664 (1.18%) 827 (1.46%)
Fractures
Hip fracture 301 (0.10%) 10 (0.02%) 19 (0.03%) 112 (0.08%) 160 (0.28%)
Vertebral fracture 332 (0.11%) 14 (0.03%) 33 (0.05%) 136 (0.10%) 149  (0.26%)
Other fracture® 4291 (1.36%) 508 (1.08%) 785 (1.11%) 2016 (144%) 982 (1.73%)
Total fracture 4779 (1.52%) 527 (1.12%) 829 (1.18%) 2207 (1.57%) 1216 (2.14%)
Deaths
Cardiovascular deaths 410 (0.13%) 18 (0.04%) 33 (0.05%) 175 (0.12%) 184 (0.32%)
Cancer deaths 630 (0.20%) 37 (0.08%) 75 (0.11%) 311 (0.22%) 207 (0.36%)
Deaths: other known cause 188 (0.06%) 13 {0.03%) 25 (0.04%) 76 (0.05%) 74 (0.13%)
Deaths: unknown cauose 191 (0.06%) 13 (0.03%) 17 (0.02%) 90 (0.06%) 71 (0.13%)
Deaths: not yet adjudicated 111 (0.04%) 6 (0.01%) 6 (0.01%) 56 (0.049%) 43 (0.08%)
Total death 1419 (0.45%) 8F (0.17%) 150 (0.21%) 652 (0.46%) 536 (0.94%)

! “CHD" includes clinical M, evolving Q-wave M1, and CHD death. This definition has changed slightly from the February 2001 repont,
2 “CHD death” includes definite and possible CHD death. This definition has changed slightly from the Febraary 2001 repont.

* “Total MT” includes clinical MI and evolving Q-wave ML

* Only women with a follow-up ECG are used to compute the anmual rates for (possible) evolving Q-wavé Mis.
$ "Coronary discase” includes clinical ML, evolving Q-wave ML possible evolving Q-wave M1, CHD death, angina, congestive hean failure, and CABG/PTCA.

® Excludes eight cases with borderline malignancy.

7 Only women without a baseline hysterectomy are used to compute the annual rates of endometrial cancer.
* Only one report of "other cancer” or "other fracture” is counted per woman; however, the first other cancer or other fracture of each type is adjudicated. Excludes non-
melanoma skin cancer and fractures indicated as pathological.

SADSMBA4_aug2001\Reports\Annualé_aug0l.doc
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Table 6.9 (Continued)
Locally Verified Outcomes (Annnalized Percentages) by Race/Ethnicity for CT Participants

Data as of: August 31, 2001

Race/Ethnicity
American
Indian/Alaskan Asian/Pacific  Black/African Hispanic/ Other/
QOutcome Native Islander American Latine White Unspecified
Number randomized 292 1519 6983 2875 55526 938
. Mean follow-up (months) 53.8 52.1 54.4 51.8 56.0 513

Cardiovascular : |
CHD' 3 (0.23%) 9 (0.14%) 89 (0.28%) 22 (0.18%) 824 (032%) 11 (0.27%)

CHD death? 1 (0.08%) 3 (0.05%) 32 (0.10%) 4 (0.03%) 159 (0.06%) 3 (0.07%)

Total MI® 2 (0.15%) 8 (0.12%) 68 (0.21%) 19 (0.15%) 714 (0.28%) 10 (0.25%)

Clinical Mi 2 (0.15%) 8 (0.12%) 64 (020%) 19 (0.15%) 690 (0.27%) 9 (0.22%)
Evolving Q-wave mr 0 (0.00%) 0 (0.00%) 4 (0.01%) 0 (0.00%) 43 (0.02%) 3 (0.07%)

Possible evolving Q-wave Mt 1 (0.08%) 4 (0.06%) 22 (0.07%) 4 (0.03%) 151 (0.06%) 2 (0.05%)
Angina 5 (0.38%) 21 (0.32%) 162 (051%) 45 (0.36%) 1152 (0.44%) 16 (0.40%)
CABG/FTCA 4 (031%) 11 .(0.17%) 111 (0.35%) 35 (0.28%) 1130 (044%) 11 (0.27%)
Carotid ariery disease 3 (0.23%) 4 (0.06%) 20 (0.06%) 1 (0.01%) 231 (0.09%) 2 (0.05%)
Congestive heart failure 2 (0.15%) 5 (0.08%) 110 (0.35%) 17 (0.14%) 571 (0.22%) 10 (0.25%)
Stroke 4 (0.31%) 18 (0.27%) 87 (0.28%) 19 (0.15%) 582 (0.22%) 10 (0.25%)
PVD 2 (0.15%) 0 (0.00%) 32 (0.10%) 3 (0.02%) 148 (0.06%) 2 (0.05%)
CHD'/Possible evolving Q-wave MI 4 (0.31%) 13 (020%) 108 (0.34%) 26 (021%) 952 (0.37%) 13 (0.329%)
Coronary disease® 9 (0.69%) 35 (053%) 338 (1.07%) B84 (0.68%) 2394 (0.92%) 34 (0.85%)
Total cardiovascular disease 17 (1.30%) 54 (0.82%) 445 (1.41%) 103 (0.83%) 3162 (1.22%) 45 (1.12%)
Cancer
Breast cancer” 2 (0.15%) 30 (0.46%) 91 .(0.29%) 30 (0.24%) 1209 (0.47%) 10 (0.25%)

Invasive breast cancer 2 (0.15%) 26 (0.39%) 71 (022%) 22 (0.18%) 951 (0.37%) 6 (0.15%)

Nen-invasive breast cancer 0 (0.00%) 4 (0.06%) 23 (0.07%) 8 (0.06%) 268 (0.10%) 4 (0.10%)
Ovary cancer 2 (0.15%) 1 (0.02%) 11 (0.03%) 2 (0.02%) 120 (0.05%) 2 (0.05%)
Endometrial cancer’ 1 (0.17%) 1 (0.02%) 11 (0.08%) 7 (0.10%) 151 (0.10%) 2 (0.09%)
Colorecta) cancer 2 (0.15%) 9 (0.14%) 47 (0.15%) 18 (0.14%) 310 (0.12%) 4 (0.10%)
Qther cancer® 5 (0.38%) 24 (036%) 108 (0.34%) 39 (0.31%) 1242 (0.48%) 14 (0.35%)
Total cancer 12 (0.92%) 65 (099%) 262 (0.83%) 91 (0.73%) 2961 (1.14%) 28 (0.70%)
Fractures
Hip fracture 0 (0.00%) 1 (0.029%) 9 (0.03%) 3 (0.02%) 286 (0.11%) 2 (0.05%)
Vertebral fracture 0 (0.00%) 7 (0.11%) 2 (0.01%) 5 (0.04%) 315 (0.12%) 3 (0.07%)
Other fracture® 16 (1.22%) 68 (1.03%) 224 (0.71%) 111 (0.89%) 3829 (1.48%) 43 (1.07%)
Total fracture 16 (1.22%) 75 (1.14%) 234 (0.74%) 116 (0.93%) 4291 (1.66%) 47 (1.17%)
Deaths
Cardiovascular deaths 2 (0.15%) 6 (0.09%) 63 (0.20%) 6 (0.05%) 328 (0.13%) 5 (0.12%)
Cancer deaths 2 (0.15%) 13 (0.20%) 55 (0.17%) 13 (0.10%) 540 (0.21%) 7 (0.17%)
Deaths: other known causec 4 (0.31%) 1 (0.02%) 25 (0.08%) 2 (0.02%) 154 (0.06%) 2 (0.05%)
Deaths: unknown cause 1 {0.08%) 6 (0.09%) 21 (0.07%) 6 (0.05%) 155 (0.06%) 2 (0.05%)
Deaths: not yet adjudicated 0 (0.00%) 6 (0.09%) 11 (0.03%) 5 (0.04%) 88 (0.03%) I (0.02%)
Total death 9 (0.69%) 20 (0.39%) 164 (0.52%) 27 (0.22%) 1177 {(0.45%) 16 (0.40%)

! “CHD" includes clinical M1, evolving Q-wave M1, and CHD death. This definition has changed slightly from the February 2001 report.

? “CHD death” includes definite and possible CHD death. This definition has changed slightly from the February 2001 roport.

? “Total MI" includes clinical MI and evolving Q-wave M,

* Only women with a follow-up ECG are used to compute the annual rates for (possible) evolving Q-wave Mis.

’_"Coronary disease" includes clinical M1, evolving Q-wave MI, possible evolving Q-wave M1, CHD death, angina, congestive heart failure, and CABG/PTCA.

® Excludes eight cases with borderline malignancy.

7 Only women without a baseline hysterectomy are used to compute the annual rates of endometrial cancer,

# Only onc report of "other cancer” or "other fracture” is counted per woman; however, the first other cancer or other fracture of each type is adjudicated. Excludes non-
melanoma skin cancer and fractures indicated as pathological.

SADSMBY14_aug2001\Reports\Annual6_augdi .doc
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Table 6.10
Counts (Annualized Percentages) of Participants with Self-Reported Outcomes by Age and Race/Ethnicity
for CT Participants who did not report a prevalent condition at baseline

Data as of: August 31, 2001

Age

QOutcome Total 50-54 55.59 60-69 70-79

Number randomized 68133 9190 14662 31394 12887

Mean follow-up

(months) . 555 61.6 577 53.7 52.9

Hospitalizations

Ever 22691 (7.20%)| 2270 (4.81%) 3999 (5.67%) 10741 (7.65%) 5681 (10.01%)

Two or more 9606 (3.05%) 841 (1.78%) 1515 (2.15%) 4485 (3.19%) 2765 (4.87%)

Other .

DVT 452 (0.15%) 31 (0.07%) 66 (0.10%) 207 (0.15%) 148 (0.27%)

Pulmonary embolism 248 (0.08%) 14 (0.03%) 38 (0.05%) 118 (0.08%) 78  (0.14%)

Diabetes (treated) 2747 (0.91%) 388 (0.85%) 586 (0.86%) 1242 {(093%) 531 (0.99%)

Gallbladder disease” 3151 (1.20%) 457 (1.10%) 726 (1.20%) 1469 (1.27%) 499 (1.09%)

Hysterectomy 1238 (0.68%) 162 (0.60%) 269 (0.61%) 586 (0.72%) 221 (0.70%)

Glaucoma 4025 (1.33%) 372 (0.80%) 728 (1.00%) 1968 (1.46%) 957 (1.82%)

Osteoporosis 8526 (2.87%) 755 (1.63%) 1390 (2.04%) 4194 (3.18%) 2187 (4.31%)

Osteoarthritis’® 7820 (5.63%) 1023 (2.98%) 1694 (3.57%) 3627 (4.48%) 1476 (5.23%)

Rheumatoid arthritis 2375 (0.79%) 329 (0.72%) 540 (0.79%) 1042 (0.77%) 464 (0.36%)

Intestinal polyps 5377 (1.84%) 609 (1.33%) 1088 (1.62%) 2687 (2.07%) 993 (1.97%)

Lupus 396 (0.13%) 64 (0.14%) 88 (0.13%) 190 (0.14%) 54 (0.10%)

Kidney stones® 901 {0.52%) 116 (0.35%) 191 (0.37%) 429 (040%) 165 (0.38%)

Cataracts’® 12073 (7.73%) 619 (1.83%) 1734 (3.36%) 6644 (6.83%) 3076 (10.06%)

Pills for hypertension 10215 (4.60%)] 1283 (3.37%) 2161 (4.02%) 4664 (4.88%) 2107 (6.11%)

Race/Ethnicity
Am Indian/
Alaskan  Asian/Pacific Black/African Hispanic/ Other/

QOutcomes Native Islander American Latino White Unspecified
Number randomized 292 1519 6983 2875 55526 938
Mean follow-up (months) 53.8 52.1 544 51.8 56.0 51.3
Hospitalizations '
Ever 93 (7.10%) 305 (4.63%) 2342 (7.40%) 745 (6.00%) 18939 (7.31%) 267 (6.65%)
Two or more 49 (3.74%) 105 (1.59%) 1016 (3.21%) 283 (2.28%) 8054 (3.11%) 99 (247%)
Other
DVT' 2 (016%) 1 (0.02%) 41 (0.13%) 8 (0.07%) 397 (0.16%) 3 (0.08%)
Pulmonary embolism 3 (0.23%) 2 (0.03%) 19 (0.06%) 3 (0.02%) 217 (0.08%) 4 (0.10%)
Diabeles (treated) 18 (1.52%) 77 (1.25%) 529 (1.89%) 182 (1.57%) 1903 (0.76%) 38 (1.01%)
Gallbladder disease’ 15 (1.56%) 52 (0.87%) 255 (0.90%) 135 (1.43%) 2650 (1.23%) 44 (1.29%)
Hysterectomy 4 (0.68%) 19 (0.45%) 72 (0.52%) 34 (0.49%) 1102 (0.71%) 7 (030%)
Glaucoma 19 (1.53%) 84 (1.32%) 537 (1.82%) 168 (1.40%) 3168 (1.27%) 49 (1.30%)
Osteoporosis 37 (298%) 197 (3.15%) 416 (1.37%) 315 (2.73%) 7440 (3.05%) 121 (3.24%)
Osteoarthritis® 41 (0.12%) 171 (0.36%) 790 (0.98%) 396 (1.40%) 6307 (5.55%) 115 (6.66%)
Rheumatoid arthritis 18 (1.53%) 49 (0.77%) 420 (1.43%) 223 (1.88%) 1624 (0.65%) 41 (1.08%)
Intestinal polyps 27 (2.25%) 105 (1.74%) 544 (1.84%) 192 (1.62%) 4438 (1.84%) 71 (1.92%)
Lupus 3 (023%) 6 (009%) 53 (0.17%) 17 (0.14%) 314 (0.12%) 3 (0.08%)
Kidney stones’ 6 (0.02%) 23 (0.04%) 86 (0.08%) 54 (0.12%) 721 (0.51%) 11 (0.51%)
Cataracts® 53 (0.16%) 243 (0.47%) 1090 (1.12%) 458 (1.50%) 10062 (7.87%) 167 (8.47%)
Pills for hypertension 47 (5.53%) 222 (4.95%) 107 (6.81%) 463 (4.98%) 8282 (4.39%) 123 (4.63%)

! npatient DVT only.
2 Gallbladder disease” includes self-reports of both hospitalized and nen-hospitalized events.
? These outcomes have not been self-reported on all versions of Form 33, The annvalized percentages are corrected for the different amounts of follow-up.
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Table 6.11
Locally Confirmed Other Cancers: CT and OS Participants

Data as of: August 31, 2001

CT 0S _

Number of participants 68133 93676
Mean follow-up time {months) 55.5 49.2

Ppts with other cancer 1344 (0.43%) | 1637 (0.43%)
Accessory sinus 0 (0.00%) 0 (0.00%)
Adrenal gland 2 (<0.01%) 3 (<0.01%)
Anus 5  (<0.01%) 9 (<0.01%)
Biliary tract, parts of (other/unspecificd) 18 (0.01%) 12 (<0.01%)
Bladder 78 (0.02%) 102 (0.03%)
Bones/joints/articular cartilage (limbs) 3 («<0.01%) 3 (<0.01%)
Bones/joints/articular cartilage (other) 2 (<0.01%) 2 (<0.01%)
Brain 43 (0.01%) 49  (0.01%)
Cervix 36 (0.01%) 20 (0.01%)
Connective/subcutaneous/soft tissues 6 (<0.01%) 8 (<0.01%)
Endocring glands, related structures 2 (<0.01%) 1 (<0.01%)
Esophagus 10 (<0.01%) 17 (<0.01%)
Eye and adnexa 3 (<0.01%) 3  (<0.01%)
Genital organs 13 (<0.019%) 8 (<0.01%)
Kidney , 65 (0.02%) 81 (0.02%)
Larynx 5  (<0.01%) 4 (<0.01%)
Leukemia 58 (0.02%) 69 {0.02%)
Liver 16 (0.01%) 18 (<0.01%)
Lung 274 (0.09%) 330 (0.09%)
Lymph nodes 7 (<0.01%) 3 (<0.01%)
Lymphoma,Hodgkins 8§ (<0.01%) 7 (<0.01%)
Lymphoma,Non-Hodgkins 118 (0.04%) 150 (0.04%)
Melanoma of the skin 172 (0.05%) 231 (0.06%)
Multiple myeloma 57 (0.02%) 44 (0.01%)
Oral (mouth) 8 («0.01%) 11 (<0.01%)
Palate 3 (<0.01%) 4 (<0.01%)
Pancreas 77 (0.02%}) 78 (0.02%)
Parotid gland (Stensen’s duct) 2 (<0.01%) 11 (<0.01%)
Peripheral nerves and autonomic nervous system 0 (0.00%) 3 (<0.01%)
Pyriform sinus 0 {0.00%) 0 (0.00%)
Respiratory system, intrathoracic, other 4  (<001%) 5  (<0.01%)
Salivary glands, major (other/unspecified) 1  (<001%) 4  (<0.01%)
Stomach 14 (<0.01%) 20 (0.01%)
Thyroid 41 {0.01%) 50 {0.01%)
Tongue, part of {other/unspecified) 14 (<0.01%) 7T (=0.01%)
Urinary organs {other/unspecified) 3 (<0.01%) 11 (<0.01%)
Uterus, not otherwise specified 17 (0.01%) ¥ (0.01%)
Other/funknown site of cancer 178 (0.06%) 241 (0.06%)
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Table 6.12
Locally Confirmed Other Fractures: CT and OS Participants

Data as of: August 31, 2001

CT os’
Locally Confirmed
- Number of participants 68133 6365
Mean follow-up timme (months) 55.5 57.6
Ppts with other fractures 4294 (1.36%) 408  (1.34%)
Ankle 746  (0.24%) 67 (0.22%)
Carpal bone(s) in wrist 99  (0.03%) 6 (0.02%)
Clavicle or collar bone 67 (0.02%) 8  (0.03%)
Humerus, shaft/unspecified 42  (0.01%) 4 (0.01%)
Humerus, upper end 436  (0.14%) 36 (0. 12%)
Humerus, lower end 53 (0.02%) 5 (0.02%)
Metacarpal bone(s) 159  (0.05%) 11 (0.04%)
Patella 185 (0.06%) 18 (0.06%)
Pelvis 138 (0.04%) 19 (0.06%)
Radius or ulna 1214  (0.39%) 120 (0.39%)
Sacrum and coccyx 42  (0.01%) 6 (0.02%)
Scapula 17 (0.01%) 4  (0.01%)
Shaft of femur 53 (0.02%) 4 (0.01%)
Tarsal/metatarsal bones 722 (0.23%) 78  (0.26%)
Tibia and fibula 372 (0.12%) 23 (0.08%)
Tibial plateau 87  (0.03%) 6 (0.02%)
Upper radius/ulna 237  (0.08%) 23 (0.08%)
Unknown other fracture 5 (<0.01%) 0 (0.00%)
Self-Reports
Numﬁer of participants 93676
Mean follow-up time (months) 49.2
Elbow 341  (0.09%)
Foot 1307 (0.34%)
Hand : 243 (0.06%)
Knee 425  (0.11%)
Lower Arm 1838  (0.48%)
Lower Leg 1484  (0.39%)
Pelvis 282 (0.07%)
Tailbone 90  (0.02%)
Upper Arm 720 (0.19%)
Upper Leg 168  (0.04%)
Vertebra 760  (0.20%)
Other Fracture 1678  (0.44%)

! Other fractures for OS Participants are only confirmed in the three bone density clinics.
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Table 6.13

Cross-tabulation of ECG Codes Suggesting an Incident MI and
Locally Confirmed and Self-Reported MI for All CT Participants

Dala as of August 31, 2001

No Locally
Confirmed MI or Locally
Open Self-Report of | Open Self-Report Confirmed
MI of MI Mr Total
All CT Participants
No significant Q or ST-T evolution® 51518 4 284 51806
Borderline Q-wave change’ 1657 0 39 1696
Ischemic ST-T evolution 989 1 38 1028
Possible evolving Q-wave MI® 129’ 1 17 147
Evolving Q-wave MI® 26° 0 17 43
Total 54319 6 395 54720
HRT Participants
No significant Q or ST-T evolution® 20500 2 134 20636
Borderline Q-wave change® 715 0 16 731
Ischemic ST-T evolution 455 13 14 470
Possible evolving Q-wave MI® 597 1 7 67
Evolving Q-wave MI® 9° 0 10 19
Total 21738 4 181 21923
DM Participants
No significant Q or ST-T cvolution® 37102 3 190 37295
Borderline Q-wave change® 1147 0 .27 1174
Ischemic ST-T evolution 674 0 28 702
Possible evolving Q-wave MI® 79’ 0 15 94
Evolving Q-wave MI® 19° 0 .8 27
Total 39021 3 268 39292
CaD Participants v
No significant Q or ST-T evolution® 29337 3 105 29445
Borderline Q-wave change* 964 0 14 978
Ischemic ST-T evolution 529 1 11 541
Possible evolving Q-wave MI® 76’ 0 6 82
Evolving Q-wave MI* 18° 0 7 25
Total 30924 4 143 31071

! Includes only self-reports of events before the latest follow-up ECG.

?Includes only locally confirmed Mis that took place before the latest follow-up ECG.
3 Novacode Incident Ml code 5.0
4 Novacode Incident MI code 15.7

¥ Novacode Incident MI code 15.5,15.6.1, and 1.5.6.2

f Novacode Incident M1 code 15.3 and 1.5.4

7 Cases in this cell are the possible evolving Q-wave Mls.

¥ Novacode Incident MIcode 15.1 and 1.5.2
¥ Cases in this cell are the evolving Q-wave Mls.
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Table 6.14
Cause of Death: CT and OS Participants (Annualized Percentages)

Data as of: August 31, 2001

CT 0S8
Number Randomized 68133 93676
Mean Follow-up Time (months) 55.5 492
Total death 1419 (0.45%) 2202 (0.57%)
Adjudicated death 1308 (0.42%) 1947 (0.51%)
Final adjudicated death 1184 (0.38%) 1690 (0.44%)
Temporary adjudicated death : 116  (0.04%) 229 (0.06%)
Identified by NDI search 8 (<0.01%) 28 (0.01%)
Cardiovascular
Atherosclerotic cardiac 203 (0.06%) 261 (0.07%)
CHD deaths adjudicated before 10/99 86 (0.03%) 82 (0.02%)
Definite CHD deaths adjudicated after 10/99 73 (0.02%) 88 (0.02%)
Possible CHD deaths adjudicated after 10/99 44 (0.01%) 91 (0.02%)
Cerebrovascular 96 (0.03%) 127 (0.03%)
Pulmonary embolism 7 {(<0.01%) 15 (<0.01%)
Other cardiovascular 81 (0.03%) 123 {0.03%)
Unknown cardiovascular 23 (0.01%) 27 {0.01%)
Total cardiovascular deaths 410 (0.13%) 553 (0.14%)
Cancer
Breast cancer 19 (0.01%) 109 {0.03%)
Ovarian cancer 41 (0.01%) 59 (0.02%)
Endometrial cancer 6 (<0.01%) 15  (<0.01%)
Colorectal cancer 65 (0.02%) 79 (0.02%)
Other cancer 464 (0.15%) 606 (0.16%)
Unknown cancer site 35 (0.01%) 55 (0.01%)
Total cancer deaths 630 (0.20%) 923 (0.24%)
Accident/injury
Homicide 5 (<0.01%) 4 (<0.01%)
Accident 36 0.01%) 46 (0.01%)
Suicide . 5 (<0.01%) 14 (<0.01%)
Other injury 3 (<001%) 2 (<0.01%)
Total accidental deaths 49 (0.02%) 66 (0.02%)
Other
Other known cause 139 (0.04%) 255 0.07%)
Unknown cause g0 (0.03%) 150 (0.04%)
Total deaths — other causes 219 (0.07%) 405 (0.11%)
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Table 6.15
Results of NDI Search

Data as of: August 31, 2001

Known dead’ Lost to follow-up* | Known alive’
N % N %o N Fe
Submitted to ND1 1252 2249 500
NDI returned matches 1235 98.6 731 325 149 298
Matches satisfying WHI criteria 1224 97.8 53 24 0 0.0
Reported dead to WHI after 8/31/2000 N/A 27 1.24 N/A
Only identified using NDI N/A 26 1.2° N/A

! Participants having a Form 120 or Form 124 with date of death before 1/1/2000.

? Participants who were lost-to-follow-up or no-follow-up by 8/31/2000, for whom contact was before 1/1/2000.
? Randomly selected participants with whom there was clinic contact after 1/1/2000.

* 1 of these participants was a CT participant, 26 were OS participants.

* § of these participants were CT participants, 18 were OS participants.

SADSMB\14_ang2001\ReponisiAnnual6_auwg01.doc



WHI, Semi-Annual Progress Report Page 6-25
Table 6.16
Lost-to-Follow-up and Vital Status by Clinic: CT Participants
Data as of: August 31, 2001
Alive;
Alive: Current | Alive; Recent | Past/Unknown Stopped Lost to
Deceased | Participation' | Participation® | Participation® Follow-up® { Follow-up® Total
N % N Do N %o N %o N %o N % N

Clinic

Atlanta 35 2.0 1639 95.2 17 1.0 0 0.0 17 1.0 13 0.8 1721
Birmingham 48 2.6 1702 93.1 38 2.1 0 0.0 25 1.4 16 0.9 1829
Bowman 29 1.9 1397 92.1 29 19 1 0.1 41 27 20 1.3 1517
Brigham 44 1.9 2208 95.7 37 1.6 6 0.3 8 03 4 0.2 2307
Buffalo 36 22 1546 96.3 g 0.6 0 0.0 11 Q.7 4 0.2 1606
Chapel Hill 28 1.8 1474 96.0 I 0.1 0 0.0 32 21 1 0.1 1536
Chicago 50 31 1492 91.8 10 0.6 1 01 49 30 24 L5 1626
Chi-Rush 28 2.1 1205 90.8 28 2.1 2 0.2 30 2.3 34 26 1327
Cincinnati 17 1.2 1273 91.3 21 1.5 8 0.6 42 3.0 34 24 1395
Columbus 39 25 1474 95.0 3 0.2 0 0.0 26 17 9 0.6 1551
Detroit 13 0.9 1182 85.8 36 2.6 16 1.2 113 8.2 18 1.3 1378
GWU-DC 27 1.8 1447 95.5 21 14 0 0.0 12 0.8 8 0.5 1515
Gainesville 49 24 1943 94.2 13 0.6 0 0.0 45 22 12 0.6 2062
Honolulu 18 13 1320 93.8 18 1.3 0 0.0 39 28 13 0.9 1408
Houston 14 1.1 1107 8.0 9 7.2 8 0.6 49 39 3 0.2 1272
TIowa City 55 23 2333 958 15 0.6 0 0.0 14 0.6 18 0.7 2435
Irvine 25 1.5 1477 91.2 k3| 1.9 3 0.2 37 23 47 29 1620
L.A. 31 1.8 1570 93.0 41 24 0 0.0 27 1.6 19 1.1 1688
LaJolla 49 23 1866 86.6 12 5.2 3 0.1 6 0.3 119 55 2155
Madison 23 1.5 1501 96.5 6 04 0 0.0 17 11 8 0.5 1555
Medlantic 47 31 1348 90.1 38 2.5 3 02 34 23 26 1.7 1456
Memphis 52 3.0 1557 89.2 63 3.6 3 02 34 1.9 37 2.1 1746
Miami 19 1.3 1148 71.3 148 10.0 1 01 43 29 126 8.5 1485
Milwaukee 29 1.8 1565 94.7 7 0.4 0 0.0 37 22 14 0.8 1652
Minneapolis 42 2.1 1889 94.9 40 20 2 ¢l I 0.6 6 03 1950
NY-City 34 1.8 1729 91.9 54 29 10 05 14 0.7 41 22 1882
Nevada 41 2.8 1425 95.8 9 0.6 0 0.0 12 0.8 1 0.1 1488
Newark 51 2.1 2187 89.1 117 438 0 0.0 75 31 24 1.0 2454
Qakland 28 1.8 1512 96.3 b 0.3 0 0.0 14 0.9 11 0.7 1570
Pawtucket 48 1.8 2494 943 22 0.8 1] 0.0 44 1.7 38 14 2646
Pittsburgh 46 28 1563 946 26 i.6 0 0.0 15 0.9 3 0.2 1653
Portland 37 23 1489 91.3 39 24 0 0.0 36 2.2 30 1.8 1631
San Antonio 14 1.0 1225 88.3 20 1.4 0 0.0 100 72 29 21 1388
Seattle 46 2.6 1681 934 36 20 1 0.1 23 13 12 0.7 1799
Stanford 31 1.7 1684 95.0 18 1.0 3 0.2 23 1.3 i4 0.8 1773
Stonybrook 27 20 1281 94.4 26 1.9 0 0.0 17 1.3 6 04 1357
Torrance 22 22 895 88.4 38 38 1 0.1 32 32 24 24 1012
Tucson 64 3.1 1855 89.6 29 1.4 0 0.0 36 1.7 87 4.2 2071
U.C. Davis 52 27 1751 919 45 24 1 0.1 15 0.8 41 22 1505
Worcester 31 1.9 1555 95.3 22 1.3 1 0.1 8 0.5 15 0.9 1632
Total 1419 2.1 | 62989 925 | 1379 2.0 74 01} 1263 19| 1009 1.5 68133

! Participants who have filled in a Form 33 within the last 9 months.

2 Participants who last filled in 2 Form 33 between 9 and 18 months ago,
¥ Participiants without a Form 33 within the last 18 months, who have been located (as indicated on Form 23) within the last 6 months.
4 Participants with codes 5 (no follow-up) or 8 (absolutely no follow-up) on Form 7.
3 Participants not in any of the above categories.
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Table 6.17
Lost-to-Follow-up and Vital Status by Clinic: OS Participants
Data as of: August 31, 2001
Alive:
Alive: Current | Alive: Recent | Past/Unknown Stopped Lost to
Deceased | Participation’ | Participation’ | Participation’ Follow-up* Follow-up® Total
N % N T N o N T N T N % N

Clinic

Atlanta 52 21 2282 92.6 108 44 0 0.0 13 0.5 9 04 2464
Birmingham 79 31 2121 839 236 93 1 0.0 47 1.9 4 1.7 2528 -
Bowman 50 22 1988 89.3 110 4.9 4 0.2 29 1.3 46 21 2227
Brigham 31 1.1 2769 94.0 129 44 11 04 2 0.1 4 0.1 2946
Buffalo 86 3.8 2104 93.6 38 1.7 1 0.0 11 0.5 8 04 2248
Chapel Hill 42 20 2015 96.7 13 0.6 0 0.0 11 0.5 2 01 2083
Chicago 45 24 1741 92.2 29 1.5 3 02 11 0.6 60 32 1889
Chi-Rush 53 26 1856 90.6 46 22 2 01 45 22 47 23 2049
Cincinnati 45 20 1975 87.8 81 3.6 25 11 33 1.5 91 4.0 2250
Columbus 42 1.9 2043 922.0 115 52 3 0.1 6 0.3 12 0.5 2221
Detroit 33 1.6 1687 79.9 227 10.7 14 07 50 2.4 101 48 2112
GWU-DC 58 26 2149 95.6 32 14 1 0.0 1 0.0 6 0.3 2247
Gainesville &0 21 2621 93.9 38 14 2 01 50 1.8 20 0.7 2791
Honolulu 34 1.6 1979 93.7 23 1.1 1 0.0 62 2.9 14 0.7 2113
Houston 53 25 1922 90.3 g1 38 2 0.1 62 2.9 8 0.4 2128
Iowa City 53 1.7 2976 954 36 1.2 0 0.0 20 0.6 35 L1 3120
Irvine 47 21 2074 93.0 28 1.3 3 0.1 36 1.6 42 19 2230
L.A. 33 1.5 1984 904 149 6.8 0 0.0 18 0.8 11 0.5 2195
La Jolla §7 25 2898 83.7 223 64 34 1.0 28 0.8 194 5.6 3464
Madison 50 25 1909 96.4 11 0.6 0 0.0 8 04 3 0.2 1981
Medlantic 52 24 1911 87.1 142 6.5 7 03 5 0.2 76 3.5 2193
Memphis 61 24 2193 87.2 178 7.1 0 0.0 63 2.5 21 08 2516
Miami 28 20 930 72.1 176 12.8 2 0.1 22 1.6 156 11.4 1374
Milwaukee 45 20 2058 91.6 86 3.8 0 0.0 17 0.8 41 1.8 2247
Minneapolis 53 1.9 2385 87.5 255 9.4 0 0.0 20 0.7 14 0.5 2727
NY-City 67 23 2583 89.0 I3 B 38 1 04 25 0.9 106 37 2903
Nevada 100 46 2023 93.1 36 1.7 0 0.0 13 0.6 2 0.1 2174
Newark 63 19 2906 86.2 273 8.1 0 0.0 36 1.1 95 2.8 3373
Qakland 59 29 1928 939 38 19 ] 0.0 22 1.1 6 0.3 2053
Pawtucket B0 22 3082 859 319 89 48 1.3 27 0.8 32 09 3588
Pittsburgh 65 34 1659 86.5 128 6.7 2 0.1 28 1.5 35 1.8 1917
Portland 42 19 2056 92.1 69 31 1 0.0 43 19 21 09 2232
San Antonio 40 2.1 1725 88.8 51 2.6 1 0.1 100 5.1 25 1.3 1942
Sealtle 60 36 1521 91.5 41 2.5 7 0.4 i1 0.7 22 1.3 1662
Stanford 73 A7 2444 91.5 100 37 2 0.1 44 1.6 7 0.3 2670
Stonybrook 39 1.9 1759 86.7 187 9.2 2 01 9 0.4 32 1.6 2028
Torrance 38 25 1300 86.5 49 33 16 1.1 31 2.1 69 4.6 1503
Tucson 92 33 2260 81.3 258 9.3 1 0.0 35 13 134 438 2780
U.C. Davis 66 2.9 2088 92.0 71 3.1 7 0.3 7 0.3 30 13 2269
Worcester 46 2.1 2074 92.6 79 3.5 4 0.2 14 0.6 22 1.0 2239
Total 2202 2.4 | B4038 §9.7 | 4400 4.7 218 0.2 1115 1.2 1703 1.8 93676

! Participants who have filled in a Form 33 within the last 15 months.
2 Participants who last filled in a Form 33 between 15 and 24 months ago.

? Panticipiants without a Form 33 within the last 18 months, who have been located (as indicated on Form 23) within the last 6 months,

? Participants with codes 5 (no follow-up) or 8 (absolutely no follow-up) on Form 7.
% Participants not in any of the above categories.
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7. Laboratory Studies

7.1 Overview

Blood samples are collected on all CT participants at baseline and year 1 and on a 6% subsample of
participants at years 3, 6, and 9. Blood samples are collected on all OS participants at baseline and
year 3. All blood samples are obtained in the fasting state (at least 12 hours), maintained at 4° C
until plasma or serum is separated. In addition, urine samples are collected on both CT and OS
participants at the three Bone Density sites at baseline, year 1 and year 9 for CT and year 3 for OS
participants, Plasma, serum, RBC, buffy coat, urine aliquots are then frozen at -70° C and sent on
dry ice to the central repository (McKesson Biological Services, Rockville, MD) where storage at
-70° C is maintained.

7.2 Status of Analyses

Core Analytes

The analyses of the twenty core analytes are done by Medical Research Laboratories, Highland
Heights, Kentucky (MRL). Samples were pulled in pairs (baseline and year 1) and shipped on dry
ice in monthly batches to MRL for analysis in a blinded fashion. MRL completed the majority of
analyses of baseline and Year ! blood samples on the 6% subsample of CT participants. See
Sections 2.5 and 3.3 in this report for presentation of the results for HRT and DM. In early 2001,
blood aliquot discrepancies between reports from the CCs and McKesson were reviewed and
resolved, and a final shipment of baseline and/or year 1 aliquots was sent to MRL for analyses.
Results of these final baseline and year 1 analyses are expected later this year.

MRL has also completed the analyses of the 1% OS Measurement Precision Study (OS-MPS)
participants. See Section 5.3 in the Feb. 1, 1999 to August 25, 1999 Semi-Annual Progress Report
for the results.

Two shipments of year 3 blood samples collected from the CT 6% subsample participants were sent
to MRL this year and results are expected by the end of the year. A final shipment of the year 3 6%
subsample specimens will be made in 2002.

DNA Extraction

DNA extraction for WHI is done by BioServe Biotechnologies, Laurel, MD. For each buffy coat
sample, BioServe prepares up to four daughter aliquots containing 3 micrograms DNA each and
divides the remaining DNA into parent aliquots containing up to 200 micrograms DNA each,
depending on the quantity of DNA extracted. BioServe sends the extracted DNA aliquots to
McKesson for storage and/or distribution to DNA testing laboratories.

CVD Biomarker Case-Control Study of CHD, Stroke, and VTE in the HRT Clinical Trial
This study is divided into two phases, with phase I including all locally adjudicated cases of CHD
stroke, and VTE occurring within two years of randomization and phase 1 including similar types
of cases occurring more than two years after randomization. The University of Leiden was
contracted to perform the DNA testing for the study. All phase I and phase Il DNA samples were
sent to Leiden, and results from all but the phase I VTE samples have been received, with these
final results expected by the end of the year. The University of Vermont was contracted to perform
the thrombosis anatyses for the study and MRL will perform the lipid analyses. The phase 1

’
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samples will be sent to Vermont and MRL in early fall this year and the phase II samples will be
sent by the end of the year. Results from both Vermont and MRL are expected by April 2002.

Hormones

Esoterix {(Calabasas Hills, CA; formerly Endocrine Sciences) was contracted to perform hormone
analyses for WHI. Analyses is on going for the approved paper “Correlates of endogenous sex
hormone concentrations in WHI”. A total of 300 DM participants, excluding those in the 6% blood
subsample, are included in the study. Baseline and year 1 samples for 60 participants were sent to
Esoterix earlier this year and results were received. Samples from the remaining 240 participants
will be sent in monthly batches of 30 participants during over the next year.

Vitamin D
‘Blood levels of Vitamin D were analyzed for a sample of CaD intervention and control women.
Some results were reported in the February 2001 semi-annual report under CaD, page 4-3.

Ancillary Studies

Analyses of blood samples for two ancillary studies began this past year: ancillary study #83, Paul
Ridker, Thrombotic, Inflammatory, and Genetic Markers for Coronary Heart Disease in
Postmenopausal Women: A WHI Umbrella Study, and ancillary study #110, Kathryn Rexrode, Sex
Steroid Hormones and Risk of Coronary Heart Disease: A nested Case Control Study.
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Table 8.1
Performance Monitoring Committee Report
Data as of 8/31/01
) DM
Adjusted C-I' T;i"ﬂi“:;‘:‘:f;g‘i“ % Stopped’
Average’ Sep 00 - Aug 01° Dec 00 - May 01 Cum Aug 01
% Quartile %o Quartile % Quartile %o Quartile
Nevada 13.0 1 11.6 1 03.8 1 3.2 1
Qakland 11.7 i 1o 1 97.5 1 1.9 1
Towa City I14 1 95 1 96.6 1 1.2 1
Madison 1.2 1 9.5 1 924.6 1 2.5 1
Columbus 1.1 1 9.7 | 93.9 ! 39 2
Stanford 1.1 1 10.1 1 93.2 2 14 2
Milwaukee 10.8 i 10.0 1 93.2 | 43 2
Pittsburgh 10.8 1 9.0 2 96.5, 1 1.5 1
Seattle 10.7 ) 87 2 88.8 K 3.6 2
Minneapolis 10.7 i 8.7 2 90.3 2 3.0 ]
GWU-DC 13.6 2 92 1 88.3 3 34 1
Irvine 10.2 2 86 2 90.1 2 5.2 2
Portland 99 2 8.0 2 86.7 3 5.3 2
Chicago 98 2 94 i 90.7 2 9.7 4
Gainesville 9.7 2 8.1 2 91.8 2 5.5 3
‘Worcester 95 2 73 3 90.1 2 4.8 2
Torrance 94 2 7.7 3 724 4 8.6 4
Chapel Hill 93 2 83 2 933 1 2.1 i
UC Davis 93 2 9.2 1 88.8 2 5.8 3
LA 93 2 12 3 88.4 3 59 3
Brigham 9.0 3 1.5 3 90.2 2 3.4 2
Buffalo 3.9 3 78 3 93.7 1 29 1
Pawtucket 89 3 7.6 3 90.9 2 5.7 3
Tucson 8.7 3 7.8 3 89.1 2 6.4 3
Memphis 8.7 3 6.5 4 78.8 4 7.1 3
Houston 8.7 3 1.7 3 93.3 1 5.2 2
Bowman 8.6 3 8.1 2 85.2 3 6.5 3
Newark 85 3 6.6 4 78.5 4 74 4
Stony Brook 84 3 64 4 - 834 4 4.5 2
Chi-Rush 8.3 3 8.2 2 86.0 3 7.3 4
Cincinnati 83 4 6.9 3 38.5 3 0.8 4
Honolulu 8.2 4 6.7 3 86.9 3 6.6 3
Atlanta 8.1 4 6.6 4 86.2 3 2.2 I
LaJolla 7.8 4 6.2 4 81.4 4 5.9 3
NYC 73 4 83 2 83.9 3 1.3 4
Detroit 7.4 4 5.8 4 743 4 12.9 4
Birmingham 6.8 4 59 4 822 4 6.1 3
San Antonio 6.2 4 44 4 80.7 4 15.0 4
Medlantic 59 4 5.1 4 836 4 1.3 4
Miami 54 4 53 4 759 4 17.0 4
CC Average 9.2 ) 7.9 - $8.0 B 5.7 '

' Adjusted CTT defmed as (G-1 of collected FEQs) A (

* Based on FFQs collected after randomization through AV7.

* Based on FFQs collected in the last 12 months

completion rate

* From WHIP I1445.Task Completeness ; complete if encounter date on Ferrm 60 is -6/+ 2 months from visit wrget date, using 6 month period ending

3 months before the data as of date; excludes deaths

> From WHIP CCCO751- DM Intervention & F/U Status, includes stopped intervention, stopped /U, and lost-to-F/U: excludes deaths
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Table 8.2
Performance Monitoring Committee Report
Data as of 8/31/01
- HRT .
Adhe umma Task Completeness
I'EI;C:O‘S% i Dec 00 - Il\)day 1] % Stopped’
Average' Sep 00 - Aug 017 Form 10° Form 85 Cum Aug 01
% Quartile % Quartile] % Quarttile] %  Quanile] %  Quartile
Oakland 80.2 1 779 i 97.8 1 94.5 1 19.0 - 1
Towa City 75.2 1 69.0 1 97.9 1 96.9 1 24,0 1
Stanford ° 70.5 1 65.5 1 97.8 1 80.5 4 27.8 1
Minneapolis 69.9 1 65.5 1 96.1 2 94.6 1 26.6 1
Brigham 68.4 1 64.5 1 98.7 1 90.7 2 30.1 1
Cincinnati 68.1 1 64.6 1 95,1 3 917 2 31.1 2
Milwaukes 68.0 i 59.5 2 96.8 2 92.3 1 26.7 i
Madison 67.9 1 61.6 1 96.8 2 945 1 32.8 2
Portland 67.6 ! 61.5 i 92.0 4 87.2 3 24.6 1
Chapel Hill 67.4 ] 58.4 2 99.0 1 93,5 1 30.6 2
Gainesville 674 2 63.2 1 97.9 1 94.6 1 38.2 4
LA 66.2 2 55.6 3 882 4 88.0 3 26.3 1
Pitisburgh 659 2 58.2 2 93.8 3 928 1 31.0 2
Nevada 64.9 2 61.7 1 99.2 1 920 2 307 2
Pawiucket 64.1 2 60.6 2 99.0 1 91.5 2 35.3 3
Chicago 629 2 60.5 2 99.0 1 902 2 329 2
Worcester 627 2 592 2 95.9 2 93.4 1 353 3
Birmingham 61.7 2 57.1 2 95.1 3 89.4 2 337 2
Tomance 61.) 2 55.4 3 97.0 2 83.5 3 36.4 3
Honolulu 61.0 2 56.0 2 92.6 3 9).2 2 274 1
UC Davis 60.2 3 55.5 3 96.6 2 91.4 2 346 3
Columbus 59.7 3 56.8 2 98.6 1 93.3 1 346 3
Seattle 59.5 3 55.7 2 95,8 2 825 4 36.1 3
Newark 59.1 3 51.6 3 90,2 4 90.6 2 30.2 i
Memphis 57.9 3 536 3 92.1 4 86.1 3 36.2 3
GWU-DC 57.8 3 52.5 3 95.2 3 77.2 4 34.1 2
Stony Brook 57.8 3 50.2 4 96.7 2 89.3 2 39.7 4
Chi-Rush 57.2 3 519 3 932 3 86.4 3 375 3
Buffalo 56.2 3 529 3 96.3 2 8.7 3 372 3
Irvine 56.0 3 513 4 935 3 8l.1 4 339 2
LaJolta 55.2 4 515 3 91.1 4 79.8 4 307 2
Atlanta 54.1 4 527 3 95.0 3 87.7 3 39.9 4
Bowman 53.6 4 473 4 93.1 3 86.3 3 38.0 3
Tucson 533 4 50.1 4 93.1 3 85.4 3 415 4
San Antonio 53.3 4 50.6 4 92.0 4 78.4 4 41.4 4
NYC 53.) 4 50.3 4 92.5 4 83.1 1 42.4 4
Houston 51.2 4 429 4 79. 4 773 4 476 4
Detroit 51.0 4 46.2 4 823 4 70.6 4 41.4 4
Medlantic 46.9 4 454 4 95.8 2 79.1 4 38.0 3
Miami 343 4 334 4 816 4 735 4 576 4
CCAverage | 615 [i 565 [ 947 |NANER| 88.0 B 3338 '

. | ook | .
tion within the last 12 months before the data

T Adherence from mndomization through 1) 12 months before data us of date 2) Inst adherence
as of date, or 3) death; women off intervention are considersd non-adherent

“ Adherence in previous 12 months; excludes deaths; women off intervention are cansidered non-ndherent

* From WHIP 1445-Task Completeness, compiete if encounter dute on Form [0 - HRT Management and Safety is -3/+3 months from target date

* From WHIP 1445-Tusk Completeness, complete if mommogram date on Form 85 - Mammaogram date 38 -12/+6 months from AV torget date

* From WHIP CCC750-HRT Inrervenrion & F/U Starus ; includes stopped intervention, stopped FU, and lost-to-F/U; excludes deaths

RAREPORTS\ANNUALSEMI-ANNUALNO0NSEMI-ANNUAL 10_0NANNRPT_8.DOC



WHI, Semi-Annual Progress Report

- Page 8-5

Table 8.3
Performance Monitoring Committee Report
Data as of 8/31/01
CaD
Adherence Summary Task Completeness % Stopped®
> 80% Form 17°
Average' Sep 00 - Aug 017 Dec 00 - May 01 Cum Aug 01
Yo Quaitile Fo Quartile %o Quartile %o Quartile
Oakland 20.6 1 84.2 1 979 2 7.8 1
lowa City 732 1 74.5 1 917 2 11.9 1
Stanford 723 1 74.0 1 98.0 1 16.5 1
Minneapelis 68.7 1 70.4 1 96.3 2 13.2 i
Columbus 68.6 1 68.0 1 99.2 1 18.2 2
Nevada 63.0 1 7.5 1 99.7 1 14.7 1
Gainesville 678 1 68.4 1 98.3 1 23.5 3
Chi-Rush 63.6 1 62.8 2 94,9 3 24.4 4
Pawtucket 63.4 1 65.8 i 992 1 21.6 3
E@ham 63.3 1 64.0 1 979 1 20.9 3
Pittsburgh 63.1 2 63.9 2 94.0 3 19.0 2
Honolulu 62.9 2 63.2 2 95.1 3 224 3
Chapel Hill 62.8 2 62.8 2 98.8 i 14.0 1
Milwaukee 62.1 2 60.6 3 93.0 1 159 1
Portland 61.0 2 61.6 2 94.1 3 18.9 2
Madison 60.2 2 60.5 3 97.9 2 17.9 2
Worcester 59.1 2 62.9 2 97.8 2 15.8 1
Cincinnati 58.9 2 63.8 2 95.8 3 22.0 3
LA 58.7 2 59.5 3 91.6 4 i9.9 2
GWU-DC 58.0 2 59.7 3 96.3 2 19.3 2
Seattle 57.6 3 59.3 3 94.8 3 22.8 3
Torrance 576 3 63.2 2 93.1 4 201 2
Bowman 57.2 3 63.3 2 94,7 3 19.8 2
Buffalo 512 3 64.1 ! 98.0 1 17.4 1
UC Davis 55.9 3 60.2 3 94.1 3 20.6 3
LaJolla 55.5 3 570 3 21.9 4 18,7 2
Stony Brook 54.7 3 523 4 97.3 2 24.1 4
Birmingham 54.4 3 61.1 2 96.8 - 2 15.3 1
San Antonio 532 3 56.1 4 96.2 2 24.7 4
Atlanta 52.8 3 60.6 3 93.8 4 234 3
Tucson 52.7 4 59.9 3 95.6 3 292 4
Chicago 52.6 4 56.3 3 98.4 1 250 4
Irvine 51.7 4 523 4 93.7 4 2217 3
NYC 50.7 4 54.7 4 95.2 3 252 4
Memphis 49.7 4 53.6 4 92.6 4 29.4 4
Houston 49.6 4 438.3 4 - 844 4 26.2 4
Detroit 417 4 48.1 4 85.7 4 289 4
Newark 46.4 4 50.5 4 90.6 4 21.6 3
Medlantic 46.2 4 49.9 4 97.5 2 18.6 2
Miami 32.5 4 403 4 76.5 4 39.8 4
CC Average 533 |SRAEMI 13 95.4 e Rt

' Adherence from rundomization through {) 12 months before data as of dute 2) last adherence collecl.mn wnhm the lasl 12 meonths before the daty
as of dute, or 3) deuth; women off intervention are considered non-adherent

¢ Adherenee in previous 12 months; excludes deaths: women off intervention are considered non-adherent
*From WHIP 1445-Task Completeness, complete if encounter date on Form 17 - CaD» Munagement and Safety is -3+3 months from turget dute
* Brom WHIP CCC753-CaD Intervention & F/U Status ; incledes stopped intervention, stopped FAU, and lost-to-F/U; excludes deuths
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Table 8.4
Performance Monitoring Committee Report
Data as of 8/31/01
' 0S
1
Task Completeness -2Year 3 % Stopped®
May 00 - Oct 00
Form 100 Form 143 Cum Aug 0]
% Quartile % Quartile o Quartile
) Nevada 94.2 1 95.6 1 0.7 1
"UC Davis 93.5 1 932 2 1.6 2
Oakland 92.5 1 95.7 | 1.3 1
Madison 920 ! 97.6 1 0.6 1
Buffalo 21.0 1 96.2 1 0.9 1
GWU-DC 29.8 i 949 1 0.3 1
lowa City 89.6 1 95.7 1 1.8 2
Brigham 87.0 1 914 2 0.2 1
Bowman 86.5 1 0.0 2 36 3
Honolulu 86.2 i 90,2 2 3.6 3
Chapel Hill 84.8 2 97.8 1 0.6 i
Portland 84.6 2 94.0 1 kN 3
Gainesville 84.2 2 93.5 1 2.6 2
Stanford 837 2 92.4 2 1.9 2
Birmingham 82.6 2 844 3 37 3
LA 82.3 2 90.9 2 1.3 1
NYC 82.2 2 89.1 3 4.6 4
Minneapolis 81.5 2 97.1 1 1.3 !
Worcester 814 2 893 3 1.6 2
Chicago 82.2 2 90.6 2 3.9 3
Columbus 81.2 3 87.6 3 0.8 1
Scattle 80.8 3 808 4 2.0 2
Houston 80.6 3 9i.8 2 33 3
Pittsburgh 79.5 3 84.6 3 42 4
Milwaukee 79.1 3. 81.4 3 2.6 2
Cincinnati 77.1 3 835 3 6.5 4
Lalolla 768 3 78.5 4 6.6 4
Stony Brook 76.2 3 838 3 2.3 2
Pawtucket 759 3 90.8 2 1.7 2
Torrance 74.9 3 81.3 4 6.7 4
Chi-Rush 64.4 4 76.5 4 49 4
Newark 743 4 81.2 4 4.0 3
Medlantic 73.1 4 81.7 3 39 3
San Antonio 72.8 4 88.2 3 6.5 4
Tucson 71.3 4 719 4 6.2 4
Atlanta 70.3 4 934 2 0.9 1
Trvine 65.2 4 76.4 4 3.6 3
Memphis 62.5 4 721 4 34 3
Detroit 60.1 4 70.4 4 7.3 4
Miami 463 4 60.7 4 4
CC Average 79.6 ] i

! From WHIP1445-Tusk Completenexs; complete if encounter date is -3/+15 momhs from AV3 turget date
2 & month period ending 10 months before data as of date to allow for 10 month Ing in completeness
? From WHIP CCC752 Intervention & F/U Siarus ; includes stopped F/U, and lost-to-F/U; excludes deaths
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Table 8.5
Performance Monitoring Committee Report
Data as of 8/31/01
| Outcomes
1 Task Completeness Closed Cases
} CT Form 33" 0S Form 33 Form 33D° < 14 weeks*
| Dec-May 01 May 00-Oct 00 Cum Aug 01 Cum Aug 01
‘ %  Quarile] %  Quatile] % _ Quanile] % Quartile
| Nevada 98.2 1 a9.0 1 99,7 1 62.9 3
| Chape! Hill 97.8 1 99.3 | 100.0 | 73.6 1
| Buffalo 97.6 1 . 96.1 2 99.9 1 84.8 |
; fowa City 97.0 ] 95.5 2 99.5. 2 75.0 1
| Oakland 96.8 | 972 1 99,7 2 41.9 4
| Columbus 96.6 1 96.4 i 97.7 4 66.3 2
| GWU-DC 96.0 1 97.8 1 99.6 2 70.9 2
‘ Brigham 96.0 1 94.1 3 99.3 3 51.5 3
| Madison 95.9 1 98.9 1 99,0 3 87.2 i
Gainesville 95.9 | 97.3 1 99,3 3 77.4 |
Stanford 95.9 2 96.7 1 99,2 3 78.7 1
| Pittsburgh 95.6 2 94.1 3 99.9 1 66.7 2
| Pawtucket 95.4 2 952 2 99.2 3 69.4 2
| Milwaukee 953 2 95.8 2 96.5 4 68.0 2
Minneapolis 95.0 2 98.2 1 97.7 4 64.9 2
Worcester 95.0 2 96.1 2 99.9 i 72.5 |
Stony Brook 94.8 2 95.4 2 997 1 80.6 1
Birmingham 94.0 2 89.3 4 99.7 2 345 4
Chicago 94.0 2 93.2 3 98.1 4 49.2 3
} Seattle 93.2 2 89.8 4 99.6 2 73.8 ]
Honolulu 93.1 3 96.3 2 99.4 3 64.8 2
| Attanta 92.6 3 94.4 3 99.3 3 61.8 3
Bowman 917 3 90.5 4 99.4 3 29.0 4
Portland 91.6 3 96.0 2 99.9 1 623 3
NYC 91.2 3 92.0 3 99.5 2 483 4
| Medlantic 90.9 3 88.4 4 99.9 1 49.9 3
UC Davis 90.8 3 96.4 2 99.6 2 81.7 1
Irvine 90.7 3 93.4 3 97.2 4 43.6 4
Chi-Rush 90.5 3 90.8 4 99.7 | 66.2 2
Memphis 90.2 3 94.8 3 98.4 4 58.6 3
Tucson 90.0 4 92.0 3 99.6 2 65.3 2
LA 89.3 4 97.1 1 99.1 3 38.1 4
Cincinnati 88.5 4 89.8 4 98.5 4 40.0 4
San Antonio 88.4 4 94.3 3 99.7 2 63.3 2
Lalolla 87.8 4 87.0 4 98.8 4 62.1 3
Newark 87.5 4 91.1 3 99.3 3 62.5 3
Houston 85.1 4 95.2 2 97.4 4 51.9 3
Torrance 85.1 4 88.7 4 99.7 2 295 4
Detroit 80.0 4 85.8 4 99.8 1 39.3 4
Miami 72.0 4 80.4 4 93.0 4 470 4
CCAverage | 923 [l 939 [NDNE 951 |G

UFrom WHIP 1445-Task Completeness; complete if encounter date is -3/+3 months from target date

? From WHIP 1445.Task Completeness; complete if encounter date is -24+10 months from AV1,4+ target date,
-4/+9 from AV2, and -3/+15 for AV3

? From WHIP 1257-Timeliness of Medical Histery Update Collection ; includes both CT and OS

* From WHIP 1262-Timeliness of Outcomes Pracessing : time from receipt of Form 33, 33D, ar 120 to close date
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9. Other Study Activities

A number of WHI-related scientific endeavors have been initiated by study investigators.
Publicattons in scholarly journals are approved through the Presentations and Publications Advisory
Committee and the Project Office. Ancillary studies are approved by the Design and Analysis
Advisory Committee and the Project Office. Those initiatives that could potentially threaten the
integrity of the Clinical Trial results before the completion of the study are to be referred to the
DSMB for review. A full statement of the relevant policies may be found in the WHI Manuals, Vol.
1 - Study Protocol and Policies, Section 3 — Study Policies.

Table 9.1 - Publications presents current and proposed publications that have been approved by the
Publications and Presentations Committee.

Table 9.2 — Ancillary Studies lists all ancillary study proposals received by the Design and Analysis
Committee along with some key features of the studies and their current status.

These tables represent the current information available to the relevant committees. Updates are
clearly needed. Status reports for either papers or ancillary studies may be sent to the CCC,
attention Sundara Murphy. The CCC requests one reprint from each published manuscript for study
archives.
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